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Evaluation of a New Muscle Relaxant 
In the Practice of Physical Medicine 


@ The author reports that the drug has many desirable characteristics, 
and its muscle-relaxing property is without any of the usual side effects. 


ig the practice of physical medicine, 
virtually every patient who presents 
himself complains to some degree of pain 
and restricted motion. This is usually 
accompanied by muscle spasm. Since this 
is so, any medication which will serve to 
eliminate muscle spasm will render a 
great service to the patient by relieving 
pain, and will facilitate treatment by the 
physician. 

Many muscle relaxants have been ad- 
vocated and used. However, to date the 
side effects produced by these medications 
have been so severe as to limit their use- 
fulness greatly. It is for this reason that 
I was particularly interested in evaluating 
a new drug (Soma) for which claims had 
been made that there were no contraindi- 
cations, no evidence of toxicity in the usu- 
al therapeutic dose, and that it produced 
no excessive sleepiness. 


Soma is N-isopropyl-2-methyl-2-propy]- 
1, 3-propanediol dicarbamate. It is a de- 
rivative of meprobamate which itself 
possesses both tranquilizing and muscle 
relaxing properties. However, Soma has 
been found to be 8 times more potent in 
eliminating spasticity in animals, and is 
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very effective in abolishing joint pain 
produced experimentally in rats by the 
injection of silver nitrate. In this test, 
aspirin protects from pain only in near- 
lethal doses.! Unlike mephenesin, both 
Soma and meprobamate have a prolonged 
action. 

Laboratory research further reports 
that “Soma exerts a powerful selective 
blocking action on the interneurons which 
control muscle tone. Monosynaptic re- 
flexes are not affected, while multineuro- 
nal reflexes, such as the flexor and crossed 
extensor, are reduced or abolished on 
small dosage. Unlike mephenesin and 
meprobamate, Soma has only slight anti- 
convulsant action. The onset of Soma’s 
action is prompt, usually within thirty 
minutes. Effects last at least six hours.” 

In human subjects, no effects on res- 
piration, blood pressure, blood counts or 
chemistry, or on renal, hepatic or endo- 
crine function have been reported. Pa- 
tients have been treated with Soma for 
more than a year without evidence of 
toxicity or intolerance. 


1 Report from Research Department of Wallace 
Laboratories. 
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In making the present study 69 patients 
were treated with Soma in conjunction 
with the usual physical therapeutic meas- 
ures. They were taken in the order in 
‘which they came into my office, with no 
selectivity. Of these 69, 62 were followed 
to completion, while the treatment of 7 
was incomplete for various reasons. 

For purposes of this evaluation, an ex- 
cellent result was defined as one in which 
there was a complete disappearance of 
Symptoms. A very good result was one 
in which there was a marked relief of 
symptoms. A good result was one in 


which there was a moderate relief of 
symptoms. A fair result was one in which 
there was a relief of some symptoms. 
These conclusions were arrived at both 
from subjective and objective findings. 


Results 

Of the 62 patients followed to com- 
pletion, 26 showed excellent results, 22 
showed very good results, 6 were charac- 
terized as showing good results, 3 were 
fair and in 5 patients, the drug was in- 
effective. 

Acute Low Back 

Thirty-three of the patients in this 
series were suffering from acute low back 
conditions. (Table 1) Results in 17 pa- 
tients were excellent, and in 13, very good. 
In 1 the result was good, 1 fair, and 1 
patient experienced a definite failure. This 
patient had clinical evidence of a ruptured 
intervertebral disc which he refused to 
have investigated further. As might have 
been anticipated, he derived no benefit 
from medication. 

In general, Soma showed best results 
in acute low back syndromes arising sud- 
denly following some unusual activity. In 
these cases pain and muscle spasm dis- 
appeared rapidly. Those whose symptoms 
had persisted for periods of from several 
weeks to several months also experienced 
marked relief, but longer treatment was 
necessary due to underlying arthritis or 
postoperative restriction of motion, and 
muscle spasm. 

Nineteen of the low back conditions 
could be described as severe. The use of 


Soma and physical therapy produced ex- 
cellent results in 11 of these 19, with a 
complete disappearance of symptoms in 
an average period of 12.6 days. Seven of 
these 19 experienced relief characterized 
as good, and 1 obtained no result. This 
was the same patient noted above with 
the probable ruptured intervertebral disc, 
who most likely requires surgery. 

The remaining 14 of the 33 low back 
conditions were classified as moderately 
acute with symptoms having been present 
for periods varying from several weeks 
to several years. Results in 6 of the 14 
were excellent, in another 6 were very 
good, in 1 good and in the remaining, fair. 


Cervical Spine 

Twenty-four of the 62 patients treated 
with Soma presented complaints refer- 
able to the cervical spine: (Table 2). Of 
these, 8 obtained excellent results, 8 ob- 
tained very good results, 4 obtained good 
results, 2 obtained results that were fair 
and 2 patients derived no benefits. 


Three of the 24 had acute cervical myo- 
sitis with severe symptoms, the duration 
of which ranged from several hours to 
five days. These 3 patients obtained ex- 
cellent results, with marked relief of mus- 
cle spasm and pain, and limitation of 
motion within a day or two and complete 
disappearance of symptoms in an addi- 
tional day. 

Ten other patients in this group of 24 
suffered from cervical arthritis and cer- 
vical periarthritis. Of the 10, 1 patient 
obtained an excellent result. It is of in- 
cidental interest that the headaches of 
which she had been complaining also dis- 
appeared. Five more obtained very good 
results, 2 had a good result, 1 fair relief, 
and 1 had no relief of symptoms. 


In general, the patients in this group 
of 10 had been complaining of symptoms 
for periods ranging from several months 
to several years. Their conditions on first 
evaluation were classified as severe in 2 
instances, and as moderate in 8. The 2 
patients classified as severe cases ob- 
tained very good results. The one fail- 
ure out of this 10 is a patient who has 
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been receiving treatment for many years 
and who has a great aversion to medica- 
tion. 

Six further patients of the 24 showed 
symptoms of cervical nerve root compres- 
sion manifested by pain and paraesthesias 
in the upper extremity, with radiation in- 
to the hand. In 5 of these patients, the 
complaints were secondary to arthritis, 
and the sixth had a cervical disc syn- 
drome. Initially, they were classified as 
follows: 2 severe, 3 moderate and 1 mild. 
Of the total, 2 obtained excellent results, 
1 very good, 1 good and 1 none. 


In one of the above 6 who obtained an 
excellent result, phenylbutazone was used 
in conjunction with Soma and physical 
therapy. In two other of these patients, 
one of whom obtained results classified 
as very good and the second as good, 
steroids were administered as a supple- 
ment to medication with Soma. These 
patients experienced a complete disappear- 
ance of symptoms. The patient in this 
group who obtained no benefit from medi- 
cation was a man who had complained of 
intermittent paraesthesias in his right 
hand. 

Four of the patients in this trial had 
whiplash injuries. Two of them were still 
suffering quite severely although the in- 
juries had occurred some months pre- 
viously. One of these 2 obtained very 
good results and the other derived no 
benefit. The remaining 2 of this group, 
who had moderate symptoms of recent 
origin, experienced almost complete re- 
lief of symptoms within a few days. 


One patient had extensive spastic quad-. 


replegia resulting from a ruptured cervi- 
cal disc following an auto accident. When 
first seen at conclusion of surgery this 
patient evidenced a spasticity so severe 
as to preclude ambulation. With the use 
of Soma and muscle re-education, she now 
manages independent gait without the use 
of crutches or braces. 


Other Conditions 


Five patients could not be included in 
any of the foregoing categories. One was 
an old left hemiplegic, complaining of 
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pain in his left leg and lower back who 
experienced no beneficial results from 
Soma. Another had chronic arthritis of 
both knees, of ten years’ duration. He 
also received no relief from Soma. A 
third patient had recurrent bursitis of 
the left shoulder. He obtained an excel- 
lent result within a week. The fourth 
patient had been suffering from arthritis 
of both shoulders for about a year. He 
had previously been tried with steroids 
and muscle relaxants, with only fair re- 
sults. On Soma, he reported his symp- 
toms greatly relieved. 

The last of these 5 was an elderly man 
with residual pain from intercostal herpes 
zoster plus a bilateral hand-arm syndrome. 
He experienced substantial relief of symp- 
toms with Soma, although nerve pain still 
persisted, as might be expected. 


General Conditions 


From the evaluation of this drug there 
emerge several pertinent facts not at first 
apparent. It should be noted that, with 
the use of this drug, the general handling 
of a patient was facilitated by an appar- 
ent or real calming effect. I have repeat- 
edly observed that patients who had been 
complaining bitterly of pain and inability 
to sleep immediately reported improve- 
ment of these symptoms following the in- 
stitution of therapy with Soma. Almost 
all the patients report diminished pain 
while on Soma, with increase of motion. 


It then becomes apparent that we have 
available a drug with many desirable 
characteristics. Primarily, of course, we 
are interested in the muscle-relaxing ef- 
fect of this drug. In my experience it has 
proved at least as effective in this respect 
as any other drug available, and yet it 
does not have the usual side effects so 
commonly noted with others such as gas- 
trointestinal upsets, marked drowsiness, 
skin rashes, and blood disturbances. The 
mild sedative action that the drug exerts 
is usually highly desirable. One patient 
on Soma noted that during long periods 
of driving he experienced enough drowsi- 
ness to make him feel driving was 
dangerous. However, in city driving he 
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TABLE 3 
RECAPITULATION 








Patients followed to completion: 62 


Results 
Excellent 
Very Good 
Good 
Fair 
Ineffective 


TOTALS 


Excellent 42.0% 
Very Good 35.6 % 
Good 9.6% 
Fair "4.8% 
Ineffective 8.0% 


100% 





never experienced this drowsiness. It 
might be well to caution patients not to 
undertake long driving trips while taking 
Soma. 

Summary 


Of the 62 patients followed to comple- 
tion in this study, 26, or 42 per cent, ob- 
tained excellent results. An additional 22, 
or 35 per cent, obtained very good results. 
Six patients, or 10 per cent, obtained good 
results. Three more, or 5 per cent, ob- 
tained fair results. In five patients, or 8 
per cent, the drug proved ineffective. 

The patients studied in this series were 
not selected except in the sense that they 


had conditions which I felt might respond 
to Soma. All were treated with standard 
physical therapeutic measures and, in ad- 
dition, were given Soma. Dosage was 350 
mg. 3 times a day after meals, with an 
occasional fourth tablet at bedtime. This 
dosage was found to be completely ade- 
quate. It is worth noting that the medi- 
cation was equally effective in males and 
females, and in young and old adults alike. 


There is no doubt in my mind that, in 
those patients in whom beneficial results 
were obtained, the duration of the pa- 
tients’ condition was shortened by the use 
of Soma. 


Editorial 


New Orleans had, for many years, suffered the results of war. Her dearest 
interests were disregarded and her most sacred rights trampled in the dust. When 


her people were disheartened by oppression, from which there seemed no relief, her 
sons by a bold stroke for liberty, regained the seats of government, and the light of 
a new existence appeared to dawn. But a greater foe was at our doors, not to be 
successfully met by valor, nor defeated by the force of arms. The year 1878 has 
indelibly inscribed on the tablets of our memories the deeds of that enemy in our 
midst. We know the vast amount of physical distress entailed, and we all remember 
what injury our business suffered. But, notwithstanding all the political strife of 
the years gone by, and our affliction by yellow fever, New Orleans has risen phoenix- 
like from the ashes of her misfortunes; and turning from the gloomy vista of the 
past, she can see the landscape of her future spread out in all its beauty before her. 


Address delivered at the Annual Meeting of the Orleans Parish Medical Society, 
March 28, 1881, by the Annual Orator, F. W. Parham, M. D. 
New Orleans M.&S.J., 8:975 (April) 1881. 
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Retroperitoneal Extravasation 


Of Barium Enema 


@ Two unusual cases of perforation of the bowel are reported, with 
death in one ten hours postoperatively. 


Introduction 


EVIEW of the literature reveals few 

references to retroperitoneal, but 
many to intraperitoneal, extravasation of 
barium sulfate suspension. The recent 
occurrence of two similar cases on the 
Tulane Surgical Service at Charity Hospi- 
tal in New Orleans focuses attention on 
the rarer problem. 


It is surprising that with the vast vol- 
ume of x-ray studies made of the colon 
the number of perforations is small. At 
Charity Hospital of New Orleans 2,400 
barium enemas were performed in 1958 
and only two perforations are recorded. 
It has been pointed out by Pratt and Jack- 
man,' however, that most enema tip punc- 
tures during barium enema occur on an 
anterior rectal wall just above the dentate 
margin where there is no sensory inner- 
vation. Therefore it is likely that many 
injuries are unnoticed since localized abra- 
sions, submucosal abscesses and hemato- 
mas may be asymptomatic and may heal 
spontaneously. 

Another etiology of perforation is the 
acute rise in pressure which occurs with 
barium enema. The sigmoid is most often 
the site of the injury, although this is the 
strongest segment of the large bowel. The 
reason is believed to be due to the fact 
that the sigmoid is fixed both proximally 
at the sharp angulation and distally at 
the peritoneal reflection. The sudden 
force of the inflowing barium sulfate sus- 
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pension is momentarily halted by the up- 
per angulation and considerable pressure 
is directed against the wall of the sig- 
moid.?, The pressure required to rupture 
the muscularis and mucosa of the large 
bowel is 3.49 pounds per square inch or 
18 cm. column of mercury. Following 
rupture of the outer coats, the mucosa 
bulges through and a total pressure of 
4.07 pounds per square inch is required 
to burst all three layers. It is noted that 
a three-foot column of barium sulfate sus- 
pension (S.G. 1.070) is equal to a 7.66 
em. column of mercury. In the light of 
the above figures it would seem logical 
to assume that most pressure ruptures 
occur in the diseased bowel.® 

One other rare method of extravasation 
of barium enema is that of entering a 
previous fistulous tract with the nozzle 
and thereby introducing the solution into 
the perirectal tissue.* 

It is noted that in one of our cases the 
diagnosis was made by fluoroscopy at 
the time of rupture. In discussing intra- 
peritoneal perforation Issacs> and Ham- 
mit * state that one of the first signs of 
perforation is a linear concentration of 
barium sulfate suspension lateral to the 
filled bowel. This is caused by the solu- 
tion adhering to the adjacent wall of the 
peritoneal cavity. 


Case Reports 


Mrs. E. A., 58, WF: This patient had an ab- 
dominal perineal resection for carcinoma of the 
rectum in 1939. She was seen in the outpatient 
clinic on September 23, 1958, where a routine 
follow-up barium enema through her sigmoid 
colostomy was done. During this procedure she 
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experienced a sudden onset of left lower quadrant 
pain and weakness. A diagnosis of extravasation 
of barium sulfate suspension was made on fluor- 
oscopy. She was operated on within a very short 
time. At operation the patient was moribund 
and exploration revealed retroperitoneal extra- 
vasation of barium sulfate suspension in the 
area of the right colic gutter. There was gan- 
grene of the mesentery and left colon. A left 
descending and transverse colectomy was done 
and the area drained. 

Postoperatively the patient was hypotensive for 
three hours in spite of all measures, but finally 
responded to vasopressors and steroids. The 
sodium and potassium were markedly decreased 
just two hours postoperatively in this previously 
well woman. The postoperative course was 
strongly punctuated by electrolyte problems, 
wound infection and a left upper quadrant intra- 
abdominal abscess. She finally recovered com- 
pletely and was discharged on November 14, 1958. 

Mrs. W. M., 66, WF: This patient had a villous 
tumor of the rectum and as part of her routine 
workup a barium enema was done on September 
29, 1958. Following this procedure the patient 
had lower abdominal pain and distention. A diag- 
nosis of barium sulfate suspension extravasation 
was made on clinical grounds, and an abdominal 
exploration was done which revealed only retro- 
peritoneal barium sulfate suspension. A trans- 
verse colostomy was done and the area of extra- 
vasation drained. The postoperative course was 
marked by hypotension, sodium and potassium 
decrease, and death ten hours postoperatively. 


These two cases appear unusual for two 
reasons: (1) that they represented trau- 
matic perforations of the bowel, and 
(2) they manifested such a rapid down- 
hill course with almost intractable shock. 
Also the first case was unusual because 
of the serious electrolyte problems en- 
countered. In order to further study 
these phenomena we undertook a brief 
experiment. 

Experiment 

Using six healthy 7-12 Kg. dogs, anes- 
thetized with Nembutal, a barium sulfate 
suspension identical to that used for rou- 
tine diagnostic x-ray studies at Charity 
Hospital of Louisiana (15% barium sul- 
fate and 1% tannic acid in water) was 
sterilized and 20 cc. were injected asep- 
tically into the retroperitoneal perirectal 
area via the rectal wall. The dogs were 
observed with a continuous blood pres- 
sure recording for one hour. Serum po- 
tassium and sodium levels were deter- 
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mined before, one hour after, and six 
hours after injection of the suspension. 
The animals were subsequently followed 
with close observation for a period of 
forty-eight hours. 


Results 

The dogs showed no significant changes 
in blood pressure, pulse, or respiration. 
They reacted from the anesthesia in a 
normal manner and within twenty-four 
to forty-eight hours were alert and well, 
showing absolutely no acute adverse ef- 
fects from the barium sulfate injection. 
One animal later developed a fistulous 
tract from the area of injection to the 
flank; this healed spontaneously. Further 
observation over a four-month period has 
failed to reveal any late complications. 
The serum sodium and potassium levels 
were not significantly changed during the 
observation period. 

During the first week following injec- 
tion x-rays revealed the barium sulfate 
to be diffusely distributed throughout the 
retroperitoneal space. Detailed pathologi- 
cal studies were not carried out as granu- 
lomatous reaction to barium sulfate has 
been adequately described elsewhere.*? 
An attempt was made to demonstrate 
barium in the peripheral blood of one 
dog and of both patients. No barium 
level could be determined in any case. 


Conclusions 


Sterile barium sulfate suspension when 
injected or placed within the retroperi- 
toneal space produces no acute adverse 
effects and can not be incriminated as 
an agent producing the events observed 
in our two patients. The clinical picture 
of perforated bowel during barium enema 
must be the result of gross contamination 
from the intestinal flora. The only dele- 
terious effects which can be attributed 
to extravasated barium enema are due to 
impure solution, bacterial contamination, 
and late fibrotic adhesions.® The late tis- 
sue response to pure sterile barium sulfate 
suspension has been adequately described 
as being an early fibrous reaction with 
neutrophil and lymphocytic infiltration. 
At three months it is a well developed 
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fibrous reaction with gross adhesions. At 
six months there is a localized foreign 
body granuloma, well circumscribed with 
minimal inflammatory response. 
Perforation of the large bowel oc- 
curring during barium enema _ should 
be treated immediately and vigorously. 
Proctoscopy is advised to locate the per- 
foration and confirm the diagnosis. A 
catheter may be placed through an in- 
traperitoneal perforation to facilitate 
.exploration. A proximal colostomy should 
be done and, for intraperitoneal contami- 
nation, laparotomy and lavage with sa- 
line and antibiotic solution are indicated. 
For extraperitoneal perforation surgical 
drainage of the area is advised. In spite 
of rigorous immediate treatment the mor- 
tality is high and the only recommenda- 
tions which can be made to decrease this 
mortality is that careful technique be ap- 
plied in performing the barium enema. 


Summary 
Two cases of retroperitoneal extravasa- 
tion of barium sulfate suspension during 
barium enema are presented. An investi- 


gation involving injection of sterile bari- 
um sulfate suspension into the perirectal 
retroperitoneal space in dogs was carried 
out. There were no acute adverse effects 
which could be attributed to the barium 
sulfate suspension injection. A review of 
the literature is included along with some 
recommendations for treatment. 
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Training School for Nurses 


The physicians of New Orleans are to be congratulated that a training school for 
nurses will soon be established. Our estimable confrere, D:. D. C. Holliday, Vice 
President of Administrators of the Charity Hospital, has taken the matter in hand, 
and is urging it forward with that vigor so characteristic of him. New Orleans Phy- 
sicians are thoroughly acquainted with that pink of perfection, “Sairy Gamp.” She 
exists among us in all the reality of life, and the only trouble is that faithful cepies 
of Dickens’ famous prototype flood the market. Let us hope that the character of 
the nurse will be so improved that she will assist rather than retard the efforts of 
the practitioner. We have no fear but that success will attend the arduous task 
undertaken by Dr. H., and wish him God speed its accomplishment. 


New Orleans M. & S. J. 8:314 (October) 1881. 
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Oral Diuretics as an Adjunct in the 


Treatment of Congestive Heart Failure’ 


@ An analysis of the results of administration of three oral diuretics 
in the treatment of congestive heart failure to a total of 74 patients. 


. study was undertaken to deter- 
mine the effectiveness of three oral 
diuretics in congestive heart failure and 
to assess how they alter the electrolyte pat- 
tern during long term therapy. The three 
drugs studied were dichlorphenamide, 
chlorothiazide, and hydrochlorothiazide. 


Methods 


All patients were in chronic congestive 
heart failure and were usually completely 
digitalized prior to the institution of diu- 
retic therapy. There were 22 patients 
treated with dichlorphenamide; 29, with 
chlorothiazide and 23, with hydrochloro- 
thiazide. Blood chemistry studies were 
done at one to four week intervals. Se- 
rum sodium and potassium were deter- 
mined by the flame photometric method. 
The nonprotein nitrogen was measured by 
the Koch and McMeekin ! technic and the 
uric acid, by the Folin? method. The 
CO. combining power was determined by 
the titrimetric method of Scribner,‘ using 
microburets rather than syringes. A care- 
ful record was also kept of blood pressure, 
weight, pulmonary findings and amount 
of edema, as well as any other signs of 
congestive failure. A record was kept of 
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all injections of mercurial diuretics re- 
quired, and of any side effects occurring 
during therapy. All patients were encour- 
aged to restrict moderately the dietary in- 
take of sodium. 


Results 

Of the 22 patients treated with dichlor- 
phenamide (Table 1), 12 had arterio-- 
sclerotic heart disease. The average dos- 
age required for satisfactory diuresis was 
25 mgm. four times a day. Only fifteen in- 
jections of mercurial diuretics were re- 
quired during the course of, treatment. 
Satisfactory diuresis occurred in all cases 
with no development of resistance. The 
only death, unrelated to drug therapy, was 
a case of interatrial septal defect with par- 
tial anomalous venous return. He was 56 
years of age, and had been in congestive 
failure since 1952. Surgery had not been 
recommended because of pu!monary hy- 
pertension, age, and congestive failure. 

It was necessary to discontinue the drug 
in 3 patients. This was done in one be- 
cause of intractable dizziness and in an- 
other, because of dizziness, loss of appe- 
tite, cough and shortness of breath. In 
the third case, dichlorphenamide was 
stopped because of nausea and vomiting. 
The remainder of the side effects men- 
tioned in the table did not require discon- 
tinuance of the drug. 

During treatment with dichlorphena- 
mide, the chlorides, potassium, nonprotein 
nitrogen and uric acid showed no signifi- 
cant change. Figure 1 shows 4 typical 
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TABLE 1 
DICHLORPHENAMIDE * 








Inject. 
° 


Duration of Treat. (mo.) 





mer- 

curial 
diu- 
retics 


ina <1 1-3 36 67 


Deaths 


*“* 


Side Effects 





Nav- 
Ano- sea 
rexia vomit- 

ing 


Pares- 
thesias 


Dizzi- 


ness Drug Stopped 





ASHD 


2 1 3 2 1 case because 





Ventricular Septal 
Defect with Fail- 
ure and Angina 


of intractable 
dizziness. 

1 case because 
of cough, short- 





HCVD 


ness of breath, 
intractable diz- 





ASHD & Cor 
Pulmonale 


ziness, loss of 
appetite. 





Cor Pulmonale 





Rheumatic HD 





Calcific Aortic 
Stenosis 





Luetic HD 


1 case intrac- 
table nausea 
& vomiting 





Interatrial Septal 

Defect Anomalous 
Pulmonary Drain- 
age. Failure since 


1952. + 70-50 0 


1 1 1 0 





Totals 6 > “8-8 


‘ a 3 4 2 3 





Satisfactory diuresis in all patients able to take medicine. Average dose 25 mg. q.i.d. No resistance 


developed. 


* Daranide 
** Not result of drug 


Dichlorphenamide 
Serum Sodium 








s'¢ 6 
Weeks 


10 12 14° 
Figure la 


cases followed for fourteen weeks. It 
should be noted that the sodium and CO, 
combining power show initial and recur- 
rent reductions, but later return to nor- 
mal levels. In the patients treated over 


Dichlorphenamide 
CO2 Combining Power 








Co Be ee 
Weeks 
Figure 1b 


longer periods of time than depicted in 
these graphs, there was no change in the 
pattern of electrolyte response. 

~ Of the 29 patients treated with chloro- 


thiazide (Table 2), 20 had arteriosclerotic 
heart disease. Neither of the 2 deaths 
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TABLE 2 
CHLOROTHIAZIDE * 








Inject. 
of 


Duration of Treatment (months) 





mer- 
Etiology - — a 
iu- 


retics 


Avg. dose 
Side Supple- 0,5 gm. b.i.d. 
Deaths effect mental 
9-12 12-15 =s Ano- KCI No. on 1.0 gm. a.m. 
rexia given 0.5 gm. p.m. 








ASHD 13 1 


4 4 2 1 2 





Luetic HD 2 0 


1 0 0 0 1 





Rheumatic HD 1 


0 0 0 





Interatrial Septal 
Defect Anamolous 
Pulm. Drainage 





HCVD 





HCVD, ASHD 





ASHD & Calcific 


Aortic Stenosis ys 0 0 0 


0 5 





Totals 29 a 2 8 


GG 





Satisfactory diuresis in all cases. No development of resistance. 


* Diuril 
** Not due to drug 


could be attributed to the drug. No pa- 
tient required discontinuance of therapy 
because of side effects. Anorexia occurred 
in 2 patients. One patient required supple- 
mental potassium. The average dose of 
chlorothiazide was 0.5 grams twice a day, 
but 4 patients required 1.5 grams daily. 


Blood chemistries studied during chloro- 
thiazide therapy revealed no appreciable 
effect on the CO.. The nonprotein nitro- 
gen was elevated in only one patient, age 
82. This later came down to pretreatment 
level when he was changed to dichlor- 
phenamide. The uric acid became initially 
elevated in some patients, but returned to 
normal after treatment was continued. 
From the graphs of 4 typical cases (Fig- 
ures 2a, 2b and 2c), it is obvious that in 
spite of the initial and recurrent reduc- 
tions in the electrolytes during therapy 
the levels tend to return to normal. In 
those patients whose treatment was car- 
ried further than the fourteen weeks, 
there was no appreciable change in their 
electrolyte pattern. 

Of the 23 patients treated with hydro- 
chlorothiazide (Table 3), 11 had arterio- 
sclerotic heart disease. The average dos- 
age was 50 mgm, twice a day. The one 


MARCH, 1961—Vol. 113, No. 3 


death was not attributable to the drug. 
The anorexia and nausea in one case were 
not severe enough to necessitate discon- 
tinuance of the drug. In three patients 
with chronic renal disease, we experienced 
elevation of the nonprotein nitrogen dur- 
ing therapy. One of these returned to the 
former level after the drug was stopped. 
Another returned to the pretreatment level 
after the drug dosage was reduced to 50 
mgm. every other day. A third patient 
had a nonprotein nitrogen prior to therapy 


Chlorothiazide 
Serum Chloride 








Weeks 
Figure 2a 
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Chlorothiazide aa’ 
Serum Sodium Chlorothiazide 


Serum Potassium 
5.8 


5.7] 
5.6. 
55, 
54, 
53] 
52, 
51] 
5.0, 
49] 
48] 
47, 
i a6] 
. 45] 
44, 


4.21] 
4.14 
40] 
394 
384 
3.7] 
3.6] 
354 
3.44 














T T 


eg. oe 
Weeks 
Figure 2b 


TABLE 3 
HYDROCHLOROTHIAZIDE *** 








Duration of Treat. (mo.) Side Effects 








Deaths Ano- Navu- Ele- 
Etiology iu- <1 613 «636 «467 as rexia sea vated 


NPN* 
1 1 0 








0 0 2 1returned to form- 
er level after drug 
stopped. 

1 came down when 
dosage reduced to 

50 mg. every other 
day. 





Rheumatic HD 





Luetic HD 


Cor Pulmonale 





Cor Pulmonale | ; 
& ASHD 





Had NPN of 50 mg. 
% pretreatment, 
after treatment last 
NPN 62.0 but fail- 
ure so severe that 
also receiving re- 
peated courses of 
NH,Cl+ mercurials 
to be controlled. 





Ventricular Septal 

Defect (inoperable) 

Congestive Failure 

& Angina 1 1 0 0 1 





Totals 23 14 2 8 10 





Satisfactory diuresis. No evidence of resistance. 
** Not due to drug 


* All in patients with chronic renal disease 
*** Hydrodiuril 
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of 50 mgm. per cent, and at discontinuance 
of therapy almost six months later the 
nonprotein nitrogen was 62 mgm. per cent. 
This patient’s failure was so severe that 
he also received repeated courses of am- 
monium chloride and mercurial diuretics 
to maintain a fair degree of compensation. 
From the graphs (Figures 3a, 3b and 3c) 
of 4 typical cases, it is obvious that in 
spite of the initial and recurrent reduction 
of the sodium and potassium levels, they 
tend to return to normal. There is a more 
marked reduction of the serum chloride 
than in the patients receiving chlorothia- 
zide, but these levels also tend to return 
toward normal. When therapy was car- 
ried on for more than fourteen weeks, 
there was no appreciable change in the 
electrolyte pattern or nonprotein nitrogen. 


Hydrochlorothiazide 
Serum Chloride 








Weeks 
Figure 3a 


Hydrochlorothiazide 
Serum Potassium 








4 S ¢ 
Weeks 


Figure 3b 
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Hydrochlorothiazide 
Serum Sodium 


a8] 











Weeks 
Figure 3c 


Discussion 

Dichlorphenamide is a carbonic anhy- 
drase inhibitor. Carbonic anhydrase is es- 
sential for the tubular reabsorption of bi- 
carbonate. When dichlorphenamide inhib- 
its this enzyme, bicarbonate ions are not 
reabsorbed, but are excreted along with 
sodium and a much smaller amount of 
potassium. Our studies show an initial 
reduction in the serum sodium and CO, 
combining power with a tendency to re- 
turn to normal values with prolonged ther- 
apy. According to Ford® chloride excre- 
tion is suppressed during the period of 
greatest bicarbonate excretion but in- 
creased as bicarbonate loss subsides. Our 
studies show that the overall change in 
serum chloride and potassium is insig- 
nificant. Other investigators have also 
reported nausea and vomiting.* Mainte- 
nance of an edema free state with dichlor- 
phenamide was much more difficult than 
with chlorothiazide and hydrochlorothia- 
zide. For this reason and the mentioned 
side effects, it has not become popular as 
a diuretic. Harris and associates? demon- 
strated the ability of dichlorphenamide to 
reduce intra-ocular tension in rabbits. 
Thus, it has been extensively used in the 
treatment of glaucoma.* Because of the 
carbon dioxide retention which occurs in 
chronic respiratory insufficiency, aceta- 
zoleamide has been used in its therapy 
with definite benefit. The development of 
hyperchloremic acidosis with prolonged 
administration has limited its effective- 
ness. For this reason, Naimark and asso- 
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ciates® have used dichlorphenamide with 
marked improvement in these cases be- 
cause it presumably differs from aceta- 
_zoleamide in that it is capable of produc- 
ing a chloruresis so that metabolic acidosis 
is less likely to occur. 

Chlorothiazide in vitro is a mild car- 
bonic anhydrase inhibitor,® approximately 
ten times that of sulfanilamide but 1/25 
that of acetazoleamide. This, however, 
does not play a significant part in its diu- 
.retic activity. The latter ?® is the result 
of its increased excretion of sodium and 
chloride and to a lesser extent, potassium 


with a secondary loss of water. The in- - 


creased electrolyte excretion is presum- 
ably due to decreased tubular reabsorption 
which supposedly occurs chiefly in the 
proximal convoluted tubules. As indicated 
in our series, in spite of the initial and 
recurrent reduction in the sodium, chlo- 
ride and potassium, there is a tendency 
with prolonged treatment for these to re- 
turn to normal values. 


We noted no evidence of resistance and 
very few side effects. Two patients noted 
anorexia and one patient required supple- 
mental potassium. Other side effects re- 
ported in the literature’! are nausea, 
weakness, skin rashes and epigastric pain. 
Hypokalemia, hypochloremia, hyponatre- 
mia, metabolic acidosis and azotemia may 
occur, but are usually transient. Hyper- 
uricemia occurred initially in some of our 
patients, but as therapy was continued, 
the levels returned to normal. It is inter- 
esting to note that Oren and associates 1” 
have reported gout-like symptoms in 3 of 
their 12 patients with elevated uric acid 
levels while under chlorothiazide therapy. 
If chlorothiazide therapy results in hypo- 
kalemia in a digitalized patient, paroxys- 
mal auricular tachycardia with block, 
ventricular premature beats, ventricular 
tachycardia and very rarely ventricular 
fibrillation may result. One case of choleo- 
static jaundice '* and 2 cases of purpura !4 
have been reported, complicating chloro- 
thiazide therapy. 

Johnston and Cornish © had 3 cases of 
acute pancreatitis which occurred during 
chlorothiazide therapy, but the causal re- 


lationship in these is not established. In 
liver disease chlorothiazide therapy has 
been reported to precipitate elevation of 
the blood ammonia, precoma and hepatic 
coma. 16 It is stated that in liver disease 
potassium gluconate, limited protein in- 
take and antibiotics may help to prevent 
this condition. As reported by Goldner 
and associates '? the thiazide drugs may 
cause aggravation of pre-existing diabetes 
with appearance of hyperglycemia and 
glycosuria in a person with a familial 
tendency toward diabetes mellitus. 

The action of hydrochlorothiazide 1°: 1 
is similar to chlorothiazide but it is about 
ten times as active. Thus, its average 
dose is 50 mgm., once or twice a day. As 
with chlorothiazide, there was in our pa- 
tients initial and recurrent reductions in 
the serum electrolytes with a tendency to 
return to normal with prolonged therapy. 
It should be noted that the serum levels 
indicate an increased excretion of chloride 
during hydrochlorothiazide administration 
as compared to chlorothiazide. 

From our studies there seems to be no 
distinct advantage to either of these drugs. 
In view of the electrolyte disturbances 
which may occur, therapy four to six days 
a week would seem preferable. It may be 
also wise in the absence of renal disease 
to administer potassium chloride in dos- 
age of about 5 grains, three times a day 
to prevent potassium depletion. This, 
however, is not necessary if the dietary 
intake of this electrolyte is adequate. No 
drug resistance was demonstrated in our 
patients during treatment. 


Summary 


Dichlorphenamide, chlorothiazide, and 
hydrochlorothiazide were evaluated in the 
treatment of congestive heart failure. Re- 
sistance did not occur during treatment. 
Chlorothiazide and _ hydrochlorothiazide 
are the best tolerated and the most potent. 
There seems to be no distinct advantage 
to either of these at its own therapeutic 
range. In spite of the initial and recur- 
rent reduction of electrolytes, there is a 
definite tendency with prolonged treat- 
ment for these levels to return to normal. 
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Therapy four to six days a week would 
seem preferable to allow time for the re- 
placement of electrolytes. Supplemental 
potassium may be necessary in those pa- 
tients taking chlorothiazide or hydro- 
chlorothiazide with inadequate dietary in- 
take of this ion. Patients with chronic 
renal disease should be very carefully fol- 
lowed while under diuretic therapy. Digi- 
talized patients should be watched for the 
development of arrhythmias that may oc- 
cur with hypokalemia. 
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The Specific Germ of Malaria 


Dr. Lauchlan Aitken of Rome writes to us: “The proof of the existence of a 
specific malarial germ has just received important confirmation. At the Italian 
Medical Congress held in September at Genoa, Dr. Marchiafava, assistant to the 
Professor of Pathological Anatomy at Rome, announced that he had found the 
bacillus malariz in the blood of three patients during the cold stage of the malarial 
fever from which they suffered. Since that time, twenty-four cases have been 
examined, with the result, in every instance, of showing the presence of the bacillus 
in the blood during the period of invasion, while the spores alone could be seen when 
the fever was at its height. British Medical Journal, November 6. 


New Orleans M.&S8.J., 8:665, (January) 1881. 
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Leukemia, Some Clinical Remarks; 


Case Reports’ 


@ An attempt has been made to elucidate some of the important fac- 
tors concerning the etiology of leukemia, and a brief review of some 
of the symptomatology, classification, therapy, and a presentation of 


some interesting cases. 


tie is generally agreed that leukemia is a 
neoplastic condition of unknown cause 
characterized by wide spread prolifera- 
tion of the leukocytes and their precur- 
sors in the tissues of the body, which 
invariably has a fatal termination. 


Many investigators feel that there is 
a definite increase in incidence of leuke- 
mia. This may be true, but better meth- 
ods of diagnosis and case reporting cer- 
tainly play an important role in this in- 
creased incidence. Shimkin reports a gen- 
eral increase in leukemia in the U. S. 
from 40/million in 1943 to 60/million in 
1951. There are other reports of similar 
increased incidence from England, Wales, 
and Denmark. Statistics from the Metro- 
politan Life Insurance Company show the 
annual death rate per million from leuke- 
mia rose from 18 in 1930 to 47 in 1951. 


Etiology 


The exact cause of leukemia is un- 
known. Some of the better known facts 
and concepts regarding the etiology of 
leukemia will be listed. First of these is 
the increase by 20 to 100 times the inci- 
dence of leukemia by massive total body 
irradiation as shown by studies of the 
Atomic Bomb Casualty Commission in 
Hiroshima and Nagasaki. Second is the 
increased incidence in patients treated 
by radiation for ankylosing spondylitis. 
Third, leukemia is ten times more com- 
mon in radiologists than in other physi- 


* Presented at the Eightieth Annual Meeting 
of the Louisiana State Medical Society, in Baton 
Rouge, May 3, 1960. 
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cians. Leukemia is three to four times 
more common among other physicians 
than it is in the general public. Fourth, 
x-ray studies of the abdomen of the preg- 
nant woman may predispose to later de- 
velopment of leukemia in the child. Fifth, 
Hueper has certainly shown that chronic 
benzol intoxication certainly has to be 
considered leukemogenic among employ- 
ees so exposed to benzol, and it seems to 
particularly produce the granulocytic type. 
Sixth is that leukemia is a virus induced 
disease. Outstanding among these pro- 
ponents is Stephen O. Swartz who is di- 
rector of the hematology department at 
the Hektoen Institute for Medical Re- 
search, Cook County Hospital in Chicago. 
Seventh is other chemical agents but cer- 
tainly with less good evidence said to be 
leukemogenic include arsenicals and sul- 
fonamides. Eighth, a variety of infec- 
tions at one time or other have been 
accused of producing leukemia. Other 
than the virus, the infections have been 
certain bacteria and parasites. Ninth, 
other factors reportedly associated with 
leukemic production include abdominal 
trauma, fractured bones, and immuniza- 
tions, especially in children. Actually, 
most likely all these latter situations just 
aggravated a pre-existing or asympto- 
matic leukemia. 


Classification 
The classification of leukemic patients 
depends primarily on the cell type, the 
activity of the process, and the numerical 
difference affecting the circulating leu- 
kemic cells. 
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Classification : 
I. Cell type 

A. Lymphocyte 

B. Granulocyte 
. Erythrocytic 
. Megakaryocytic 
. Fibrocytic 
. Chloroma 
. Eosinophilic 
. Basophilic 

C. Monocytic 
1. Naegli type 
2. Schilling type 

D. Hemocytoblastic (reticulum or 
so-called ‘stem cell’) 

. Activity of the Process 

A. Acute 

B. Subacute 

C. Chronic 

III. Leukemic Cell Count 

A. Leukemia—count above 15,000 
with leukemic cells in the pe- 
ripheral blood from which the 
diagnosis can be made. 

. Sub - Leukemic — the leukocyte 
count is below 15,000 and the 
type cells are in the peripheral 
blood enough to suggest or to 
make the diagnosis. 

. Aleukemic—leucocyte count is 
below 15,000 often normal or 
leukopenic, type cells are not 
found or in insufficient num- 
bers to make the diagnosis 
from peripheral blood. Diag- 
nosis from tissue biopsy or bone 
marrow aspiration only. 


Symptoms 

Physiologically, the chain of events in 
leukemia depends mainly on the infiltra- 
tion of essential organs by abnormal neo- 
plastic white cells or by interference with 
the production of normal white cells, red 
cells, or platelets in the bone marrow. 

Chronic leukemia is usually very insidi- 
ous in onset, of longer duration, and quite 
often discovered accidentally. Some of the 
very earliest findings may be unexplained 
leukocytosis, increase in granular or lym- 
phocytic series, or unexplained anemia. 

In general, as the disease progresses 
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the patient’s symptoms may be related to 
his anemia, the pressure of enlarged 
glands or organs, symptoms of increased 
metabolic rate, or disturbed nutrition. 
Hepatosplenomegaly is common in the 
chronic granulocytic series where adenop- 
athy seems to be the predominant sign. 
Cutaneous lesions are apparently .more 
common in the chronic lymphocytic leu- 
kemias, and these are quite widespread, 
which may include vesicles, wheals, bullae, 
petechia, papules, nodules, pruritis, exfo- 
liative dermatitis, and herpes zoster. 
Chronic granulocytic leukemia is not un- 
commonly associated with true peptic ul- 
ceration. Occasionally in chronic leuke- 
mia the initial symptoms may be those 
of hematuria, back pain, amenorrhea or 
menorrhagia. Priapism is more common 
in chronic granulocytic than in chronic 
lymphocytic leukemia. Sternal pain and 
tenderness may occur in chronic granulo- 
cytic leukemia. The chronic leukemic pa- 
tient may consult the orthopedic man for 
bone tumor, arthritis, fractures, osteomy- 
elitis, etc. 

Fundic examination in about two-thirds 
of the chronic leukemia patients will re- 
veal venous engorgement, hemorrhages, 
exudate, and blurring of the disks. This 
is more common in the granulocytic series. 
There may be a widespread variety of 
neurologic symptoms and signs. 

The peripheral blood in chronic granu- 
locytic leukemias shows increased leuko- 
cytes with increased granulocytic elements 
from the myelocytes and the metamyelo- 
cytes to the mature polymorphonuclear 
leukocytes. Increased basophiles in other- 
wise normal blood may be the first indi- 
cation of incipient leukemia. There may 
be no anemia to a mild anemia. The plate- 
lets may be normal or they may be in- 
creased. There may be an acquired hemo- 
lytic anemia. In general, the bone marrow 
is hyperplastic with an abnormally high 
percentage of myelocytes and promyelo- 
cytes. In chronic lymphocytic leukemia, 
the marrow is hyperplastic but the nor- 
mal elements are almost completely re- 
placed by small lymphocytes. In the pe- 
ripheral blood in chronic lymphocytic 
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leukemia the white cell count is usually 
elevated, and there is a high percentage 
of mature lymphocytes. 


Quite in contrast, the acute leukemias 
are rather sudden in onset and of short 
duration. They may initiate with high 
fever, prostration, rapidly developing 
anemia, and often extensive hemorrhagic 
manifestations. In children there may be 
bone, joint pain which may simulate rheu- 
matic fever. There may be meningeal 
-irritation with increased cerebral spinal 
fluid pressure. In the acute leukemias 
there is little adenopathy or splenomegaly. 
The mucous membranes in the acute leu- 
kemias frequently show purpuric man- 
ifestations, ulceration, mouth and gum 
infections. These are more common but 
by no means limited to the acute mono- 
cytic leukemias. There may be many pul- 
monary symptoms with mediastinal mas- 
ses, tachycardia, and shortness of breath. 
There may be symptoms and signs sug- 
gestive of an acute nephritis. The eye 
grounds usually show hemorrhages. 


In acute leukemia the peripheral blood 
usually shows a rather severe anemia, 
thrombocytopenia, and normal WBC, leu- 
kopenia or leukocytosis. The bleeding 
time is prolonged. The clot retraction is 
poor, and the tourniquet test is usually 
positive. The bone marrow itself in acute 
leukemia contains quite an abnormally 
high percentage of immature cells of the 
white cell series. The marrow is usually 
hyperplastic, but occasionally it may be 
hypoplastic. The normal marrow is usu- 
ally completely replaced by the blast 
forms. 

Blood uric acid and urine uric acid 
levels are increased more commonly in 
the acute lymphocytic leukemia than in 
the acute granulocytic series. 


Therapy 

The arrival at a diagnosis of leukemia 
in a patient is not in itself the sole 
criterion for the initiation of therapy. It 
is advisable to use some form of treatment 
any time the diagnosis of acute leukemia 
is made. A well substantiated diagnosis 
of chronic granulocytic leukemia is usu- 


ally enough to warrant the institution of 
treatment. In chronic lymphocytic leu- 
kemia with the absence of progressive 
symptoms and signs of the disease, time 
is not lost by withholding treatment. 

The aims of therapy are: (1) to return 
the bone marrow to its normally func- 
tioning state, and (2) to cause regression 
and disappearance of any evidences of 
organ infiltration by leukemic cells. 

The treatment of leukemia can be classi- 
fied as follows: (1) specific therapy, and 
(2) general or supportive measures. Spe- 
cific therapy will be discussed first. 

I. Specific 

A. Ionizing Radiation 

1. X-ray 
a. Regional 
b. Total body 
c. Spray 

2. Radioactive phosphorus 

B. Polyfunctional alkylating agents. 

1. HN»-mustargen or nitrogen 
mustard 

2. TEM-tri ethylene melamine 

3. Busulfan — Myeleran (1-4 Di- 
methanesulfon oxybutane) 

4. Leukeran (Chlorambucil) 

5. Coleemide or Demecolcin 
(Cytostatic properties a result 
of mitotic inhibition) 

C. Anti-Metabolites 

1. Folie acid antagonists 
a. Methotrexate 
b. Aminopterin 

2. Purine antagonists 
a. Purinethol (6-Mercaptopur- 

ines) 
b. Thioguanine 
c. 6-Chloropurines 

3. Glutamine Antagonists 
a. Azaserine 
b. DON (6-Diazo-5-oxo-1-nor- 

leucine) 

D. Corticosteroids and Corticotro- 
pins 

E. Bone Marrow Transplants 

. General or Supportive Measures 

A. Blood transfusions — keep hemo- 
globin 8 grams or above 

B. Sedatives or pain relievers 
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. Nutritional build-up, vitamins, 
proteins, etc. 

. Antibiotics—control infections 

. Splenectomy occasionally as a re- 
sult of pressure symptoms, hyper- 
splenism or hemolytic anemia 

. Psychotherapy 

The chemotherapeutic agents most ef- 
fective in the treatment of the acute leu- 
kemias are the antimetabolites and the 
adrenal steroids. The antimetabolites owe 
their effective mechanism to its similarity 
to a normal metabolite such as a vitamin 
or amino acid. This similarity enables it 
to enter the same enzyme system as a 
normal metabolite, but once it enters, the 
chemical difference is sufficient so that 
the reaction can go no further, and the 
whole enzyme system is blocked. Folic 
acid and other vitamins along with citro- 
vorum factor are necessary for growth 
and maturation of normal erythroid and 
myeloid tissue of the marrow and also for 
the cells of some forms of acute leukemia. 

Specifically, treatment with folic acid 
antagonists, Methotrexate, and Aminop- 
terin causes a relative deficiency of citro- 
vorum factor throughout the body which 
damages certain types of leukemic cells. 
Dosage of these drugs is somewhat as 
follows: Methotrexate 2.5 to 5 mg. daily 
in a child, and 5 to 10 mg. daily in an 
adult; Aminopterin dosage in children is 
0.25 to 0.5 mg. daily, and in an adult 0.5 
to 2 mg. daily. Many authors recommend 
Methotrexate over Aminopterin as more 
effective for the same degree of toxicity. 
Both these drugs are given by mouth. 
Renal function must be normal. There 
will be retention with increased toxicity. 
Duration of therapy varies three to twelve 
weeks depending on toxicity and effec- 
tiveness. It may be necessary to decide 
a dosage for maintenance therapy or in- 
termittent therapy at the first sign of 
a relapse. 

The purine antagonists, Purinethol, 
Thioguanine, and 6-Chloropurine are sim- 
ilar in action at the nucleic acid level by 
interfering with its biosynthesis. Dosage 
of these drugs is somewhat as follows. 
§-Mercaptopurine or Purinethol 2.5 mg./ 
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kg. body weight daily, Thioguanine 2 to 
2.5 mg./kg. daily, 6-Chloropurine 20 mg.’ 
kg. daily. All are given by mouth and 
may produce remissions in three to eight 
weeks of therapy. 

The glutamine antagonists have also 
been studied for their effect on leukemia. 
The development of two therapeutic agents 
called Azazerine and DON (6-Diazo-5-oxo- 
1-Norleucine) have come about. Neither 
alone are effective in combating acute 
leukemia. There are reports of its effec- 
tive use in connection with 6-Mercapto- 
purine in acute leukemia. 

The hormones, ACTH, Cortisone, Com- 
pound F, and Prednisone are quite useful 
in the treatment of acute leukemias. This 
is particularly so where a rapid response 
is desired because of a hemorrhagic dia- 
thesis. In general, remissions from these 
compounds do not last as long as remis- 
sion brought about by use of the anti- 
metabolites, though there may be more 
remissions brought about by the hor-- 
mones. 

The general consensus favors the anti- 
folic acid compounds, Methotrexate and 
Aminopterin, as the therapeutic agents of 
choice in acute leukemia of children. The 
glutamine acid antagonists may be used in 
combination with 6-Mercaptopurine. Ster- 
oids in massive doses are indicated in 
acute leukemia with hemorrhagic diathe- 
sis. 

In adults with acute leukemia the drug 
of choice is Purinethol or 6-Mercapto- 
purine. Steroids again may be used but 
in general need the same hemorrhagic 
emergency indications. 

In chronic leukemia we have a some- 
what wider range of therapeutic selection. 
For the sake of completeness a list of 
chemotherapeutic agents available in the 
treatment of the chronic leukemias is 
somewhat as follows: radiation therapy 
in the form of x-ray or radioactive phos- 
phorus, arsenic in the form of Fowler’s 
solution, benzol, urethane, nitrogen mus- 
tard, TEM, TEPA, myeleran, and the 
purine antagonists. 

If good radiation therapy either in the 
form of x-ray or radioactive phosphorus 
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is available, there is no reason why it 
could not be used as the sole therapeutic 
agent. The duration of therapy would 
depend, of course, upon its effectiveness, 
‘and the degree of toxicity or change in 
the course of the leukemia. 

In chronic granulocytic leukemia the 
therapeutic agents of choice are felt by 
many to be: (1) x-ray, (2) radioactive 
phosphorus, (3) Myeleran, and (4) 6- 
Mercaptopurine. 

In chronic lymphocytic leukemia where 
therapy is necessary, x-ray would be the 
treatment of choice to localized adenop- 
athy. With a high white count and gener- 
alized glandular enlargement, spray x-ray, 
P.z2, Nitrogen Mustard, TEM, and Leuke- 
ran would be the agents of choice. 

In the chronic leukemias the use of 
steroids is reserved for treatment of such 
complications as hemolytic anemia, hem- 
orrhagic diathesis, and here Prednisone 
is probably the drug of choice. Splenec- 
tomy may be indicated in hemolytic ane- 
mia, hypersplenism, pressure symptoms 
from an enlarged spleen. 

A change from radiation to a chemo- 
therapeutic agent or from one chemother- 
apeutic agent to another may be initiated 
by a lack of response to one agent, toxic 
effects of the agent used, or sudden 
change in the leukemic picture. 

All the above mentioned drugs used in 
leukemia are toxic. It is beyond the con- 
cepts of this paper to discuss the toxic 
effects of each one, but in general they 
are local irritants to the gastrointestinal 
tract, they can cause bone marrow de- 
pression, and they can cause hepatoxic ef- 
fects. All of these things have to be 
watched very carefully with frequent 
platelet counts, frequent hemoglobins, red 
cell count, white and differentials, and 
occasional bone marrow biopsy not only 
from a toxic standpoint but also to follow 
the course of the leukemic process itself. 

Total care of the leukemic patient must 
be emphasized. Control of his infections, 
keep him transfused up to 8 or 9 grams 
of hemoglobin, adequate sedation, pain 
relievers, relieve any increased uric acid 
level, and any threat of kidney shut down 


by hyperuricuria. Psychotherapy is often 
times as important or more important 
than the specific anti-leukemic agent be- 
ing used. 

Prognosis 

The outlook in leukemia is dependent 
on many factors, among which are: 
(1) activity of the process, (2) early 
diagnosis, (3) available therapy, (4) the 
individual response, and (5) the age of 
the patient. 

In general, the outcome in chronic lym- 
phocytic leukemia is longer than that as 
a rule in chronic myelogenous. Early re- 
ports, in 1939, showed chronic granulo- 
cytice patients lived usually 3.28 years, 
chronic lymphocytic patients lived 3.29 
years. In 19538, the chronic granulocytics 
had an average of 3.2 years and the 
chronic lymphocytic had an average of 
5.4 years. A wide range of survival time 
is generally noted. In any case of chronic 
leukemia 22 per cent survive longer than 
five years. Six per cent will survive 
longer than ten years, and about 0.8 per 
cent twenty years or longer. 

In acute leukemia the survival time 
varies widely in the child in comparison 
to the adult. In untreated acute leukemia 
in children they usually survive about 3.9 
months. In 1952 and 1955, when folic 
acid, purine, and glutamine antagonists 
as well as adrenal steroids were available 
as therapeutic tools, the mean survival 
time was 12.4 months. More children have 
remissions as a rule as a result of therapy 
than do adults. The total time of remis- 
sion in each case, however, is usually no 
greater. 

Acute leukemia in adults treated at 
Memorial Center prior to the ‘antagonists’ 
era was six months. No significant dif- 
ference occurred when the purine antag- 
onists were available. Among those who 
did have periods of remission they had 
a mean survival time of 8 to 11 months. 


Case Reports 


Case No. 1.—M.B.M. who first gave a history 
of pain in the left upper quadrant of his abdo- 
men and his left supraclavicular area back in 
October 1949. Examination at that time revealed 
moderate splenomegaly and some small, shoddy 
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lymph nedes palpable bilaterally in the axilla, 
the inguinal regions, and both epitrochlear areas. 
His peripheral blood and bone marrow studies 
were compatible with a diagnosis of chrcnic myel- 
ogencus leukemia. 

The choice of therapy here was regional x-ray 
therapy, and he responded quite well to very 
small amounts of therapy. The organ principally 
treated was the spleen. This man did extremely 
well on deep x-ray therapy intermittently until 
September 1956, when it was felt that he was 
no longer responsive to x-ray therapy and had 
developed rather toxic effects from each small 
treatment. 


He at this time was placed on Myeleran 2 mg. 
twice daily. He did quite well on Myeleran until 
January 1957 and then he was switched to Puri- 
nethol, mainly because of the lack of his re- 
sponse to Myeleran and the development of some 
toxic gastrointestinal symptoms as the result of 
Myeleran therapy. Terminally, the patient de- 
veloped a rather marked anemia, at times a 
normal white count, and at times a leukopenia, 
thrombocytopenia, and soreness in his mouth 
with infection of his teeth and gums. The pa- 
tient expired on March 22, 1957. 

Case No. 2.—L.L.D, white male, age 50 years. 
He was first seen on March 12, 1952. At that 
time he complained of weakness, loss of pep 
and energy, noticed some peculiar spots on his 
skin. His general physical examination revealed 
some signs compatible with anemia, he had pe- 
techia on his extremities, and a scattered ecchy- 
motic lesion. There were no nodes, liver, or 
spleen palpable. The spleen did become palpable 
terminally. 

Peripheral blood showed 8 grams hemoglobin, 
2% million red blood cells, total white blood cells 
of 3100. His platelet count was 38,570. His 
differential showed 1 juvenile, 6 bands, 13 seg- 
menters, 9 eosinophils, 51 small lymphocytes, and 
20 atypical lymphocytes. Bone merrow study 
dene on March 13, 1952, showed findings com- 
patible with a diagnosis of an acute leukemia, 
most likely a Naegli variant of myelogenous leu- 
kemia. 

Treatment consisted of massive doses of cor- 
tisone, frequent blood transfusions, and suppor- 
tive measures. Patient expired on May 13, 1952, 
with terminal pneumonia, septicemia, and gastro- 
intestinal hemorrhage. Autopsy showed that the 
patient’s death was due to an acute leukemia, 
most likely a Naegli variant of myelogenous leu- 
kemia. 

Case No. 3.—W.M., 70 year old white male, 
who was first seen on May 12, 1953. His main 
complaints were burning, cramping, mid-abdom- 
inal pain with radiating soreness in the left 
upper quadrant and pain in the left shoulder. 
He had noticed a decreased pep and energy for 
three to four weeks. He had had what he 
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termed a bad cold since March 1953, seemed to 
be unable to get over it. In the past he had had 
chronic bronchial asthma and bronchitis with 
some degree of emphysema. 

Significant physical findings showed evidence 
of mild anemia and a splenomegaly. Peripheral 
blood showed 11 grams hemoglobin, 3 million red 
blood cells, a platelet count of 77,700, and a total 
white count of 100,500. The impression from the 
peripheral blood study was acute leukemia, Naeg- 
li variant of myelogenous leukemia, with only 
about five percent differentiated segmenters, a 
few lymphocytes, remainder of the leukocytes 
being immature, majority blasts and undifferen- 
tiated monocytoid granulocytes. Patient was hos- 
pitalized. Treatment consisted of frequent blood 
transfusions and cortisone in moderate dosage. 

Patient expired on May 28, 1953, of a hemor- 
rhagic diathesis. Known duration of the dis- 
ease two weeks; suspected duration, approxi- 
mately three months. 

Case No. 4.—B.C., 34 year old housewife, of 
Cherokee Indian descent. In January 1954 com- 
plete physical examination and work-up for in- 
surance including a blood count on this patient 
was perfectly normal. In June 1954 the patient 
developed pain in the right leg. Check-up for 
polio and hospitalization was done which re- 
vealed an 85,000 white cell count. Sternal bone 
marrow confirmed the suspicion that the pa- 
tient had leukemia and well labeled this leukemia 
as chronic myelogenous. Because of the absence 
of hepatosplenomegaly cr enlarged glands, it was 
elected to treat the patient with radioactive phos- 
phorus. The patient was maintained very well 
on small doses of radioactive phosphorus through- 
out 1954, 1955, 1956, and 1957. 

In 1955 the patient became pregnant. A nor- 
mal male child was delivered at full term from 
below on June 12, 1956. The only treatment 
given during the time of pregnancy was blood 
transfusions and only about two then. The pa- 
tient had several miscarriages during the re- 
mainder of her leukemia. In July 1958 the pe- 
ripheral blocd began to show more blast forms 
and more anemia. 

At this time radioactive phosphorus was stopped, 
and the patient was begun on Purinethol. The 
patient was unable to take the Purinethol because 
of gastrointestinal symptoms and some rather 
marked depression of the bone marrow. This 
medication was promptly stopped, and Myeleran 
was begun. On Myeleran therapy this patient 
did amazingly well throughout 1958 and 1959. 

Her terminal illness began in December 1959. 
She had a very confusing peripheral blood pic- 
ture in that she had rather marked decrease in 
her platelet count, marked increase in her ane- 
mia, and a rather marked drop in her white 
count with the presence intermittently of many 
blast forms. Hematological consultant at that 
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time was unable to decide whether the patient 
had metastatic malignant process or a most un- 
usual complication of chronic granulocytic leu- 
kemia, that of myelosclercsis. My own feeling was 
, that the patient’s bone marrow had just pooped 
out. Terminally, this patient had evidence of an 
overwhelming pulmonary infection, a great deal 
of mouth infection, and she went into congestive 
heart failure. Patient expired on January 11, 
1960. The pathologist at autopsy felt that the 
patient died of terminal heart failure with bi- 
lateral pulmonary edema congestion and diffuse 
pneumonitis. She had evidence of chronic myel- 
ogenous leukemia. At the time of autopsy the 
“ bone marrow was quite fibrotic, and the spleen 
and lymph nodes had apparently taken over 
largely the production of blood cells. 

Case No. 5.—E.L., 59 year old white male, 
who had been a patient of mine for some time, 
having been treated for obesity, hypertension 
with hypertensive cardiovascular disease, coro- 
nary heart disease, gall stones, hypertrophic ar- 
thritis of the spine. He was an x-ray technician. 

In January 1956, he entered the hospital with 
symptoms and signs compatible with acute con- 
gestive heart failure. In addition to this, he 
had evidence of hepatosplenomegaly which re- 
mained so throughout his illness. His white 
blood count at that time was found to be 197,200. 
He had had previous CBC’s within a year which 
were reported as normal. In addition to his 
marked leukocytosis, he had a moderate normo- 
cytic, normochromic anemia. 

Myeleran was elected as the therapeutic agent. 
Initially, he showed some fairly good response 
to Myeleran but soon it was most ineffective. 
Purinethol was then tried, but gastrointestinal 
toxicity prevented its continued use. Some deep 
x-ray therapy was given with very little or no 
response. He was placed again on Myeleran. 
Terminally, he developed rather marked anemia 
and thrombocytopenia and varying white counts. 

Terminally, he was treated with rather mas- 
sive doses of cortisone with little or no benefit. 
The patient expired on November 26, 1956. Au- 
topsy on this patient showed that the immediate 
cause of death was a recent thrombosis of the 
right coronary artery. In addition to this, the 
patient had chronic myelogenous leukemia which 
apparently was superimposed on the primary 
Hodgkins’ disease. The diagnosis of Hodgkins’ 
disease had been made from mediastinal and 
aortic node removed post mortem. 

Case No. 6.—B.M., 53 year old white female, 
first seen by me in March 1956. Chief complaint 
at that time was coughing and a cold. Cold had 
been present for four to six months duration, 
lately had been febrile. Significant physical 
findings included a blood pressure of 220/60, 
bilateral basal rales, heart clinically enlarged to 
the left with both aortic and mitral systolic le- 
sions. 
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Patient was hospitalized, and while there a 
complete work-up was done. Final conclusions 
were that she had arteriosclerotic heart disease 
and an interstitial type of pneumonitis. While 
in the hospital hematologically she had a very 
mild anemia and her white count was in the 
neighborhood of 20,000, and there was a pre- 
dominant lymphocytosis. This did not change fol- 
lowing improvement, and a bone marrow aspira- 
tion was done which showed chronic lymphatic 
leukemia with partial replacement of the mye- 
loid elements including the megakaryocytes. 
However, her peripheral platelet had been and 
has remained normal. There was no significant 
adenopathy or hepatosplenomegaly. 

Patient did extremely well, however, during 
1956 her anemia gradually increased. Her white 
count went up to 40,000, and for this reason, plus 
some dypsnea and weakness, therapy was started. 
I elected to use radioactive phosphorus because 
of the absence of lymphadenopathy and hepato- 
splenomegaly. Besides that, I wanted to see how 
she would do on it. In January 1957, she was 
given 2 millicuries of P,, intravenously. This 
was repeated again in November 1957. Both her 
white count and differential have returned to 
fairly normal, even though she still had predomi- 
nant lymphocytes. She has a very mild anemia 
but still no adenopathy or hepatosplenomegaly. 
Recently, the patient developed hematuria which 
was apparently due to a chronic urethritis. Plate- 
let counts were normal as well as other periph- 
eral blood studies. She has also developed very 
mild diabetes mellitus, controlled by the oral 
hypoglycemic agents. Patient was last seen on 
March 18, 1960, and she was still doing well. 

Case No. 7.—A.W. 70 year old white female, 
whom I had treated intermittently for some nine 
or ten years. The patient had a brother who died 
cof chronic lymphatic leukemia. She had been 
treated for mild hypertension and arteriosclero- 
sis, mild degree of coronary heart disease, and a 
degree of chronic anxiety. In early 1956, this 
patient suffered a cerebral thrombosis with re- 
sidual aphasia and a right hemiplegia. Over a 
period of time the patient had practically no 
return of any function of her right side. She 
was bedridden from the onset of her illness until 
her death. At the onset of her cerebral apoplexy 
the patient had no hematological abnormality. 
In May 1956, the patient was admitted to the hos- 
pital for routine studies, and it was at that time 
the patient was found to have a 31,850 white 
count with 84 per cent lymphocytes. There was 
no anemia; there was no thrombocytopenia. There 
was mild hepatosplenomegaly present. 

Bone marrow study done on November 9, 1956 
showed marked increase in numbers of lympho- 
cytes. It was the feeling of the pathologist that 
the patient had chronic lymphocytic leukemia. 
The patient’s leukemia was not treated at all. 
Occasional CBC showed the gradual development 
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of a more severe normocytic, normochromic ane- 
mia and increase in the white count to as high 
as 60,000, with predominantly large lymphocytes 
as high as 92 per cent. 

Patient had a fairly stormy course for a year 
or so with the increasing anemia, gradually in- 
creasing hepatosplenomegaly, and frequent bouts 
of urinary tract infecticn and occasional episode 
of pneumonia. She died on November 19, 1958, 
of overwhelming infection, congestive heart fail- 
ure, and pneumonia. 


Case No. 8.—L.B.H., 61 year old white male 
who was first seen by me on February 26, 1958. 
This man’s initial complaint was shortness of 
breath. His general physical findings showed 
evidence of emphysema and mild hepatospleno- 
megaly. This remained throughout the course of 
his illness. It was felt then and throughout his 
illness that his shortness of breath was mainly 
related to his emphysema and not his anemia or 
any cardiovascular disease. This is a very in- 
teresting case in that this man worked for one 
of the industrial plants here and had had a lot 
cf routine blood counts, in fact, had had a blood 
count every year, along with chest x-rays, rou- 
tine surveys probably for ten years or more. 
These were gone over, and the first significant 
findings were on April 21, 1954, at which time 
he had an essentially normal hemoglobin, hemato- 
crit, red blood cell count. His white cell count at 
that time was 10,000. He had 38 segmenters, 58 
lymphocytes, and 4 eosinophils as a differential. 
Again on January 6, 1955, he had a white count 
cf 8350 and segmenters 42, lymphocytes 49, mono- 
cytes 6, and eosinophils 3. The red blood cell 
series was perfectly normal. In May 1957, he 
first developed a mild to moderate normocytic, 
normochromic anemia with mild leukopenia and 
moderate increase in the lymphocytes with what 
appeared to be a definite decrease in his granu- 
locytic series. Platelets in October 1957 were re- 
ported as 220,000. Bone marrow studies in Octo- 
ber 1957 were reported as normal. Patient had 
numerous CBC’s throughout the remainder of 
1957 and 1958. They were all characterized by 
normocytic, normochromic anemia, leukopenia, 
and thrombocytopenia. 

Patient had bone marrow aspirations, in March 
1958, which showed a moderate left shift of the 
granulocytic series with increase in lymphoid 
elements. Megakaryocytes appeared depressed. 
Picture was suggestive of developing leukemia. 
Bone marrow biopsy was again repeated by a 
hematological consultant in August 1958. No 
definite diagnosis was made. Bone marrow as- 
piration was again done in November 1958. The 
crushed elements at that time were considered 
to be diagnostic of acute myelogenous leukemia 
with blast forms predominating. At this time 
the patient had a rather marked drop in his 
peripheral platelets and increase in his anemia. 
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He showed some petechia and occasional ecchy- 
motic spot. 

He was hospitalized and treated with large 
doses of Prednisone and 6-Mercaptopurine or 
Purinethol. Patient made no signs of remission 
and expired on December 25, 1958, with pneu- 
monia and gastrointestinal and cerebral hemor- 
rhages. 

Case No. 9.—D.C.B., 84 year old general prac- 
titioner, who was first seen in April 1955. In 
April 1955, this white male physician was hos- 
pitalized with rather severe right fourth, fifth, 
sixth, and seventh intercostal herpes zoster. Sig- 
nificant hematologic findings at that time con- 
sisted of a very mild normocytic, normochromic 
anemia and a slight left shift with an increase 
in his small lymphocytes. At the time of his 
hospitalization his peripheral blood study other 
than the above mentioned findings was essen- 
tially negative. His platelet count was normal. 

The possibility that he might be developing a 
leukemia was explained to him but bone marrow 
aspiration was not done. During the remainder 
of 1955, 1956, and 1957, he did quite well. All 
his blood pictures continued to show a mild to 
moderate anemia and occasional leukopenia and 
an increase in sedimentation rate. He also fre- 
quently had an increase in his small lymphocytes 
and monocytes. The monocytes themselves once 
got as high as 12 per cent. There was no adenop- 
athy or hepatosplenomegaly. 

On February 15, 1958, this physician was hos- 
pitalized with a fractured right hip. At that 
time hematologically he showed a mild normo- 
cytic, normochromic anemia, sedimentation rate 
of 42 mm/hour Westergreen method, total white 
count of 138,200 with a differential of 77 neutro- 
phils, 6 lymphocytes, and 17 monocytes. His hip 
was nailed on February 16, 1958. Postoperatively 
the patient had a very stormy course with the 
rapid development of anemia, leukopenia, throm- 
bocytopenia, and a marked increase in his neutro- 
phils with some very early forms appearing in 
the peripheral smear. It was felt that he had 
probably developed an acute to subacute myelo- 
genous leukemia. There were some _ unusual 
changes in that his white count suddenly jumped 
from a leukopenia to a marked leukocytosis with 
one count being as high as 170,000. The patient 
developed rather marked pyuria, hematuria, al- 
buminaria, went into uremia, and expired on 
March 23, 1958. The only treatment given in 
this situation for his apparent leukemia was 
rather large doses of cortisone and blood trans- 
fusions. 

Autopsy was performed on March 23, 1958. 
The significant findings here were acute pyelo- 
nephritis with abcess formation and hemorrhagic 
necrosis in the right kidney. He had bilateral 
kidney stones, coronary heart disease, and acute 
to subacute myelogenous leukemia as proven by 
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bone marrow aspiration post mortem. 


Case No. 10.—A.B., 25 year old white house- 
wife, first seen by me on September 23, 1959. 
Her chief complaints were spots on her legs, 
“spots before her eyes, and a weak feeling. These 
had only been present for three or four days’ 
duration. System review here revealed the fact 
that the patient had been having menorrhagia 
for four or five months and had just sought 
attention from the gynecologist who did a plate- 
let count on her and found the platelet count to 
be 72,000. 

The patient had had an appendectomy in Au- 
-gust 1957, at which time hematologically every- 
thing appeared perfectly normal. The physical 
findings, in September 1959, included petechia 
and ecchymoses scattered over most of her body 
and muccus membranes and a barely palpable 
spleen. Her peripheral blood picture showed a 
marked normccytic, normochromic anemia with 
a hematocrit of only 20. Her total white count 
was 2800. She had 93 per cent lymphocytes and 
7 per cent neutrophils. There was a marked 
thrombocytopenia with only 30,000 platelets. The 
bleeding time was prolonged. 

The pathologist interpreted the crushed mar- 
row elements as presenting a picture of chronic 
myelogenous leukemia. The marrow was hyper- 
plastic and large particles were aspirated. Cer- 
tainly, clinically, we felt that this patient had 
acute myelogenous leukemia. Certainly, from a 
clinical standpoint this was an acute process and 
not a chronic one. It was elected to treat the 
patient with blood transfusions and large doses 
of Prednisone. This was done, and as far as a 
remission from her leukemia, it was not shown. 
Next, 6-Mercaptopurine or Purinethol was tried. 
There was no benefit from this. Then we tried 
rather massive doses of Chloromycetin with no 
response. We also tried rather large doses of 
ACTH. There was no response to any type of 
therapy. The patient continued to run a severe 
anemia, leukopenia, and thrombocytopenia. 

Patient expired on November 7, 1959. Post 
mortem examination was done, and the final con- 
clusion was that the patient died of acute myelo- 
genous leukemia. The bone marrow at post mor- 
tem examination was grossly depleted. 

Case No. 11.—L.G., 51 year old white female, 
first seen by me on January 6, 1960. Her chief 
complaint was that of weakness and pain in the 
right side. It is quite interesting that this pa- 
tient gave a history of her husband’s dying 
rather suddenly about a year or a year and a 
half prior to admission and having lost two 
children by drowning approximately three months 
months prior to admission. In March 1957, the 
patient had had a radical mastectomy for carci- 
noma of the left breast. She apparently had no 
deep x-ray therapy at that time. It is interesting 
to note that prior to her surgery, in 1957, a 


review of her chart shows that she had a hypo- 
chromic anemia, a total white count of 19,000 
with 31 per cent neutrophils, 68 per cent small 
lymphocytes, and 1 monocyte. There were a few 
macrolymphocytes, not considered diagnostic. 


No repeat blood study was done until the pa- 
tient’s admission to the hospital in January 1960. 
Significant physical findings at that time in- 
cluded a degree of emaciation and a very large 
firm nodular liver and icterus. Her CBC was 
very interesting in that it showed a moderately 
severe normocytic, normochromic anemia, a total 
white count of 113,500 with 97 per cent lympho- 
cytes. The platelet counts were slightly reduced. 
The examining pathologist felt that there was 
no doubt that the patient had chronic lympho- 
cytic leukemia. No bone marrow aspiration prior 
to death was done. The patient rapidly devel- 
oped jaundice, ascites, evidence of liver failure, 
and then into liver coma. No treatment for the 
leukemia was instituted. Patient died on January 
15, 1960. Post mortem examination showed ex- 
tensive replacement of the liver by metastatic 
adenocarcinoma. The bone marrow showed evi- 
dence of chronic lymphatic leukemia. 


Case No. 12.—T.J.P., 61 year old male farmer, 
who complained to the dermatologist of boils on 
his skin intermittently for five or six weeks with 
poor healing, and glands had been swollen scat- 
tered about over his body for two years or longer 
without any pain. 

It is interesting to note that this man had 
three brothers who had died of proven Hodgkins’ 
disease. 

Significant physical findings included a blood 
pressure of 164/94, generalized multiple small 
furuncles, a barely palpable liver, and moderate 
to large generalized adenopathy, principally the 
cervical, submaxillary areas, axillary glands, and 
the inguinal glands. 

CBC showed normal hemoglobin, red blood 
cell count. His total white blood cell count was 
49,000. He had 3 segmenters, 6 eosinophils, 76 
small lymphocytes, and 15 large lymphocytes. 
Platelet count was normal. 

Bone marrow aspiration showed normal mar- 
row elements partially replaced by lymphoid 
series represented a lymphatic leukemia. Because 
of the generalized lymphadenopathy, I elected to 
treat him with Chlorambucil (Leukeran). He 
was started on 8 mgs. daily. Patient received 
continuous therapy for about six weeks. His 
nodes decreased markedly in size to where there 
were only a few cervical and one or two inguinal 
nodes palpable. His last WBC was 17,800 with 
a marked change to a more normal differential. 
The patient’s furuncles completely disappeared 
without any antibiotic therapy. Patient feels 
well. He has maintained his weight, and he 
states he is awfully glad that he did not have 
Hodgkin’s disease like his brothers. 
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An attempt has been made to elucidate 
some of the important factors concerned 
in the etiology of leukemia, and a brief 
review of some of the symptomatology, 
classification, therapy, and a presentation 
of some interesting cases. 
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Discussion 


Dr. Daniel W. Hayes (New Orleans): The 
interesting and very useful paper that Dr. Mack 
has presented brings up many of the well known 
and some of the lesser known facts about leu- 
kemia. There are several comments that I wish 
to make to emphasize some of the points that 
Dr. Mack has brought out. 


In the experience that we have had at Charity 
Hospital, as in most centers, the chronic lympho- 
cytic leukemia is usually associated with large 
nodes; whereas in chronic granulocytic leukemia, 
enlargement of the spleen and liver are more 
common. Hemolytic anemia is much more com- 
mon in chronic lymphocytic leukemia than in 
granulocytic leukemia. The problem of whether 
or not to treat the chronic lymphocytic leukemia 
is still not entirely settled. Many men prefer to 
withhold treatment until there are signs of a 
progressing disease or symptoms related to the 
disease. Others, however, feel that one keeps 
the patient under better control by treating them 
at intervals with either small doses of radiation 
or TEM. Otherwise, I am in full accord with 
Dr. Mack’s outline for treatment of the leukes 
mias. We commonly have to switch from one 
agent to another after treatment becomes inef- 
fective and in many cases of acute leukemia, a 
combination of therapy, usually of one of the 
steroids with another toxic agent, is necessary. 
Considerable courage is needed for the treatment 
of acute leukemia, for many times one has to 
treat the leukemia with a very low peripheral 
white count and yet a marrow which is known 
to be packed full of immature cells. Here one 
cannot rely entirely upon the peripheral blood 
count to guide one in the proper dosage and tim- 
ing of the therapy. At the present time our 
practice is to initiate therapy with a drug other 
than the steroids in acute leukemia unless they 
are moribund, in which case a dramatic response 


usually will be forthcoming with the initial use 
of steroids. 


I shall not comment individually on the cases 
presented, except to note that they furnish a 
fascinating cross-section of the many problems 


which one encounters in treating patients with 
blood dyscrasias. 





An Effective, Well Tolerated 
New Antihistamine, Dimethpyrindene Maleate* 


@ A report on one hundred and forty-two patients treated with vari- 
ous forms of this new drug and the results obtained. 


LLERGY is a major national health 

problem, ranking third in prevalence 
among chronic diseases. According to the 
Allergy Foundation of America, more than 
17,000,000 children and adults suffer from 
allergic diseases in one form or another 
ranging from mild to severe hay fever, 
drug reactions, “collagen diseases’ and 
mild to severe bronchial asthma. Add to 
this total the many so-called minor aller- 
gic episodes with plant exposures and in- 
sect bites, industrial irritants, etc., and 
one finds more than half our population 
suffering from allergic problems at one 
time or another. 

Thirty-two years after the first hista- 
mine antagonist was synthesized by For- 
neau, in 1942, there appeared Halpern’s 
report upon the first antihistamine that 
was sufficiently well tolerated to be clin- 
ically useful. Since that time a consider- 
able number of antihistamines have been 
developed and brought to effective thera- 
peutic application; most of these fall into 
three chemical groups: the ethylenedi- 
amines, ethanolamines and monamines. 
The remaining few good antihistamines 
are of unrelated chemical derivation. 
Since patient response remains variable, 
most allergists practice antihistamine ro- 
tation in order to avoid the development of 
tolerance and to choose the most effective 
compound for a specific patient’s condi- 
tion. 

Recent chemical and pharmacological 
reports ':* on a new type of agent exhibit- 
ing potent histaminolytic activity with a 


* Forhistal, T. M., Ciba Pharmaceutical Prod- 
ucts Inc. ‘ 


ARMAND A. JACQUES, M. D. 
VAL H. FUCHS, M.D. 


New Orleans 


longer duration of action than several 
widely used antihistamines (tripelenna- 
mine, chlorprophenpyridamine or dextro- 
chlorpheniramine) aroused our interest. 
This drug, dimethpyrindene maleate, is a 
member of the indene series and has the 
structural formuia shown in Figure 1. 

Laboratory tests for determining its 
antihistaminic activity and oral EDs» 
(dose which protects 50 per cent of a 
group of guinea pigs against a standard 
lethal dose of histamine) revealed results 
as in Table 1. 

The drug is rapidly absorbed orally and 
appears to be exceptionally free of seda- 
tive or other central nervous system ef- 
fects. 

In addition to reports upon hundreds 
of patients submitted to the Research 
Department of Ciba, several clinical pa- 
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TABLE 1 
ED; VALUES (mg./kg.) 





Drug Orally At 1 Hour At 3 Hours 








Dimethpyrindene 
(Forhistal) 
Tripelennamine 
Chlorpro- 
phenpyridamine 0.116 +0.035 0.648+0.070 
Dextro- 
Chlorpheniramine 0.139 +0.02 0.272+0.028 


0.0664+0.011 0.243+0.037 
2:63 1.26 114° 2:6 





pers*® have confirmed the high thera- 
peutic activity of dimethpyrindene, noting 
its effectiveness in dosages as low as 1 
to 2 mg. two to four times daily as un- 
coated tablets or in liquid forms, or 2.5 
mg. every eight to twelve hours as the 
Lontabs. These publications note the low 
incidence of side effects and absence of 
any unusual types. Drowsiness, when en- 
countered, usually diminished with con- 
tinued use of the drug or was eliminated 
by adjustment of dosage. 


Patient Selection and Method of Therapy 

Our pilot study of the drug in 15 pa- 
tients showed it to have excellent poten- 
tial as an antihistamine. It was effective 
in controlling sneezing and rhinorrhea as- 
sociated with nasal allergies, and in sev- 
eral such cases, the drying effect was 
particularly useful in promoting a better 
nasal airway. 

Since the drug appeared promising and 
the early seasonal allergies were upon us 
in our section of the country, we took the 
opportunity for an extended evaluation of 
this agent in individuals suffering from 
various allergic manifestations. Allergic 
complaints included perennial rhinitis, 
seasonal hay fever, pruritus, dermatologic 
drug reaction and other skin problems. 

A total of 142 adults, children and in- 
fants comprise the group being reported 
here. Various dosage forms were utilized 
according to the patient’s age and the con- 
dition under treatment, as follows: 

1. Regular tablets, 1 mg. 

2. Lontabs, 2.5 mg. 

3. Syrup, 1 mg./5ml. teaspoonful 

4, Pediatric Solution, 0.5 mg./0.6 ml. 

(calibrated dropper) 
5. Injectable Solution, 1 mg./ml. 
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Serial blood counts and urinalyses were 
done upon approximately one-quarter of 
this group of patients, under treatment 
for from six weeks to eight months, with 
no abnormalities noted. 


Results 
These have been grouped arbitrarily 
on the basis of dosage forms with which 
treatment was begun; diagnoses are mixed 
within each of the four groups. 

A. One hundred patients were treated 
initially with the plain tablets; 12 of these 
also received one or more intramuscular 
or subcutaneous injections during severe 
episodes. Of this group, 92 showed “good” 
to “excellent” response with individually 
optimum dosage, while eight had ‘“‘poor” 
symptomatic control at any dosage level. 

The only side effects noted were undue 
dryness of the mouth (1) and drowsiness 
(10). Of those who reported drowsiness, 
all but 2 were relieved upon adjustment of 
dosage, with retention of therapeutic re-. 
sponse. 


Dosage range was 0.5 mg. to 1 mg. two 
to four times daily. 


B. Twenty-three patients were treated 
initially with Lontabs; 20 had “good” to 
“excellent” results. The three patients 
who had “poor” response were also those 
reporting side effects in this group, 1 
having dryness of the mouth and 2 having 
drowsiness. It bears mentioning that since 
these 3 patients received poor symtomatic 
control and had side effects, they were 
understandably unwilling to await dosage 
manipulation results and were changed to 
other therapy. 


Dosage range was one Lontab one to 
three times daily. 

C. Fourteen patients between five and 
thirteen years of age were given dimeth- 
pyrindene in the form of the syrup. Re- 
sponse was “good” to “excellent” in 11 
and “poor” in 3; there were no side ef- 
fects. 


Dosage range was 0.5 mg. to 1 mg. 
three times daily. 


D. Five children aged 18 months to 
414 years received the Pediatric Solution 
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with “good” to “excellent” response in 
all. There were no side effects. 

Choice of dosage forms, as noted ear- 
lier, is for the most part governed by con- 
‘ venience and patient acceptance. The li- 
quid preparations are especially suitable 
for children, with the calibrated dropper 
for the pediatric solution making accurate 
dosage simple for administration to in- 
fants. Since dimethpyrindene itself is 
practically tasteless and has no significant 

local anesthetic action in the forms uti- 
* lized in our study, there has been no diffi- 
culty from these standpoints. 

The Lontabs afford greater convenience 
for any patient who can take tablets, be- 
sides which we have noted that some in- 
dividuals who had drowsiness initially up- 
on the plain 1 mg. tablets were relieved 
of drowsiness and had equal symptomatic 
relief when changed over to Lontab medi- 
cation. This is believed to be on the basis 
of very even release rates of the active 
drug over about eight hours in patients, 
confirming the in vitro findings. 

Parenteral medication obviously is in- 
dicated for severe episodes such as acute 
urticaria and in connection with specific 
hyposensitization procedures. 


Discussion 
While neither this nor any other anti- 
histamine is intended to replace more spe- 
cific therapy, dimethpyrindene in our ex- 
perience constitutes an excellent adjunct 


to the treatment of many allergic prob- 
lems. 


Headaches, eustachianitis, serous otitis 
media, and other complications of sinus 
and nasal allergies may be alleviated or 
even prevented by suitable use of dimeth- 
pyrindene. 

Urticarial drug reactions, such as to 
penicillin, generally respond very well to 
parenteral and oral therapy with this new 
antihistamine. Pruritus associated with 
such reactions, or with other forms of 
allergy usually is relieved promptly under 
this therapy. 

Dosage must be adjusted on an individ- 
ual basis; the aim is that of utilizing the 


lowest effective dosage, but if early re- 
sponse is inadequate higher dosages usu- 
ally are well tolerated. If drowsiness oc- 
curs it tends to be transient or is elimi- 
nated by lowering of dosage or changing 
to the Lontab formulation. 


Children above the age of about 2 
years tolerate dimethpyrindene well in 
dosages substantially the same as for 
adults in our experience. As noted pre- 
viously, absence of unpleasant taste facili- 
tates patient acceptance especially among 
the younger group. 

For children under two years of age, 
dosage (as Pediatric Solution, dropper 
bottles) ranged from 0.25 mg. to 0.5 mg. 
t.i.d. 


Summary and Conclusions 

One hundred and forty-two allergic pa- 
tients, adults, children and infants, were 
treated with dimethpyrindene (Forhis- 
tal), a new antihistamine of high potency 
and low toxicity. It was found generally 
effective in low dosage. As to side effects, 
we concur in the finding that these are 
relatively few and minor; drowsiness, the 
commonest side effect, occurred in only 
a small percentage of patients and in some 
was transient. If it persisted, adjustment 
of dosage usually eliminated drowsiness. 

Dimethpyrindene, in our opinion, equals 
and perhaps surpasses the best and most 
widely used antihistamine drugs available 
today. Our clinical use of it is continuing 
and expanding and we commend it to the 
attention of the profession in general. 
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A Study of the 
Psychiatric Effects of Placebo* 


@ A clinical evaluation of the effects of placebo on symptoms in 100 
psychiatric patients, and an investigation of factors predisposing to 


placebo response. 


HE transformation of an inert sub- 

stance into a powerful medication, 
merely because it is administered by a 
physician and called “medicine” is a well 
known phenomenon. We have all had the 
experience of seeing a patient’s symptoms 
melt away before the drug we have given 
him could possibly have had any physi- 
cal effect upon him. The problem of dif- 
ferentiating the true physical effect of 
medication from placebo effect is a par- 
ticularly difficult one when we are treat- 
ing symptoms of psychogenic origin. The 
following study on placebo effects had a 
threefold purpose: 

1. To attempt to measure quantita- 
tively the therapeutic power of an inert 
substance on a varied group of psychotic 
and neurotic patients; i.e., to see how 
much change placebo alone can bring 
about in emotionally ill patients and their 
symptoms. 

2. To obtain a baseline against which 
the active tranquilizers could be compared. 

3. To obtain a clearer picture of what 
some of the nonphysical factors are in a 
patient’s response to medication, and to 
see how these might influence a placebo 
response. 

Method 

The data considered in this paper were 
originally gathered in the course of three 
studies designed to afford information 


* Presented at the Eightieth Annual Meeting 
of the Louisiana State Medical Society, in Baton 
Rouge, La., May 3, 1960. 

+ The authors wish to acknowledge their ap- 
preciation to Mr. E. Lee Hoffman of Newcomb 
College for his statistical evaluation of their 
data. 
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CLAYTON B. EDISEN, M. D.i 


New Orleans 


about placebo as well as to estimate the 
effectiveness of several ataractic com- 
pounds. All were double-blind studies, 
with neither physician nor patient know- 
ing whether medication or placebo was 
being administered. More than 200 pa- 
tients were studied in all. 


The present study encompasses an ex- 
tensive statistical analysis of the data on 
100 patients who received a placebo for 
the first two week period of their treat- 
ment. About one-fourth of these were in- 
patients on the psychiatric wards of the 
Charity Hospital of New Orleans; the 
remainder were out-patients, attending 
the psychiatric clinic of that institution 
or similar state-supported clinics in small- 
er cities. Aside from some necessary sup- 
portive psychotherapy with a few of the in- 
patients, none of these patients received 
any other form of treatment during the 
two-week period. The diagnostic catego- 
ries represented are shown in Table 1. 


At the beginning of the two-week peri- 
od, the patients were told that they were 
receiving a new medication which might 
help them. They were given tablets which 
looked and tasted just like the active 
preparation dispensed later in the study. 
The physicians (A.S. and C.E.) who did 
the clinical evaluations took no part in 
administering the medication, and did not 
know whether these patients were receiv- 
ing placebo or actual medication. They 
evaluated each patient’s mental status by 
means of a psychiatric profile ranking 
the following signs and symptoms on a 
four-point scale according to severity: af- 
fect disorder, association defect, deper- 
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TABLE 1 
IMPROVEMENT ON PLACEBO BY DIAGNOSIS 








Diagnosis 


Overall Estimate of Improvement 





Worse or None 


Slight Moderate 


Marked Recovered 





Schizophrenia Chronic 
Simple Type 
Catatonic 
Paranoid 
Undifferentiated 
Schizo-Affective 
Childhood Type 
Residual Type 


Schizophrenia Acute 
Paranoid Type 
Undifferentiated 
Involutional Psychotic Reaction 
Psychotic Depression 
Paranoid Reaction 


Psychoneurotic Disorders 
Anxiety Neurosis 
Anxiety Reaction 
Gross Stress Reaction 
Neurotic Depression 
Conversion Reaction 
Adolescent Behavior Problem 





sonalization, depression, anxiety, delusions 
or referential ideation, hallucinations, so- 
cialization defect, insomnia, anorexia, and 
resistance to psychotherapy. An evalua- 
tion of each patient was made before 
treatment and was repeated after the two- 
week period. More frequent evaluations 
were made of the in-patients. An over-all 
evaluation of change in condition based 
on a separate scale was made as follows: 


0. No change or worse 


1. Slight improvement: 
some beneficial effects, but not 
enough to warrant further use of 
the medication 


2. Moderate improvement: 
favorable results, but patient seek- 
ing further relief 


3. Marked improvement: 
symptoms subside, no longer dis- 
turb the patient 


4. Recovery: 
symptoms subside completely, both 
subjectively and objectively; pa- 
tient socially productive 
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Results 
General improvement: Ten per cent of 


the patients showed a general worsening 
of their condition during the trial on pla- 
cebo; 34 per cent showed no change; 20 
per cent were slightly improved; 29 per 
cent showed moderate improvement; and 
7 per cent improved markedly. Thus it 
appears that more than half of the pa- 
tients showed definite signs of improve- 
ment while receiving the placebo, and that 
more than one-third of the total group 
showed a most satisfactory response, one 
which would ordinarily highly favor the 
continuation of treatment with the same 
medication. Table 1 shows improvement 
by diagnosis. No significant differences 
in response were seen between the psy- 
chotic and the neurotic groups, or in the 
various diagnostic categories. 
Symptomatolgoy: Table 2 presents the 
data on the reduction of severity .of indi- 
vidual symptoms. Of 38 patients suf- 
fering from hallucinations, 60 per cent 
showed a reduction in either intensity or 
frequency, or complete disappearance of 
hallucinatory experiences. Of the 85 pa- 
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tients suffering from depression, 45 per 
cent were less depressed while receiving 
the placebo. 

Similarly, relatively high percentages 
‘ of improvement were noted among pa- 
tients with insomnia and with anxiety, 
while more than 30 per cent of patients 
suffering from anorexia and from symp- 
toms of depersonalization showed relief 
of these symptoms, varying in degree 
from slight relief to complete disappear- 

ance of the symptoms. 
“For the symptoms of delusions, associa- 
tion defect, and inappropriate affect, im- 
provement was demonstrated in about 25 
per cent of the patients who initially suf- 
fered from these symptoms. Improvement 
was noted less frequently in the case of 
flattened affect and social withdrawal. Of 
61 patients who demonstrated resistance 
to psychotherapy—based upon a variety 
of factors and manifested by difficulty in 
establishing rapport—16 per cent appeared 
to become more amenable to psychothera- 
py after receiving the placebo. 

Correlation of Response to Placebo 
with Patients’ Characteristics: Using the 
Kruskal-Wallis statistical test,s the data 
were analyzed for the existence of any 
correlations between the tendency to react 
favorably to the placebo and the following 
personal and sociological factors: age 
(ranging from 12 to 73), sex, race, occu- 
pational stability and education (from il- 
literacy to college degree). The only sig- 
nificant correlation found was between 
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tendency to react and race, with Negro 
patients showing more response to place- 
bo than white patients. 

Correlation of Response with Character- 
istics of Illness: The results were searched 
for possible correlations with the follow- 
ing factors: whether or not the patient 
had a previous psychotic episode or se- 
vere emotional upset; duration of present 
illness (ranging from one month to 30 
years); response to previous somatic 
treatment; severity of the precipitating 
stress for the present illness; and diag- 
nosis. No statistically significant corre- 
lations were found between any of these 
factors and the response to placebo. 

Correlation of Response with Frequency 
of Administration of Medication: The 
amount of response to placebo did not 
show any correlation with frequency of 
administration, whether b.i.d., t.id., or 
q.i.d. 

Discussion 


This study demonstrates that the ten- 
dency to respond to any medication, 
whether active or not, must be taken into 
consideration in the evaluation of the ef- 
ficacy of the various new drugs. In Table 
2, the column on the far right gives a 
statistical projection of the percentage of 
patients who would have to show improve- 
ment, by symptoms, for a drug to be 
proven significantly more effective than 
placebo alone, in a study with a patient 
sample of the same size and with similar 
characteristics, utilizing similar proce- 









CHANGES IN SYMPTOMS WITH PLACEBO 











Percentage of those Originally Observed Upper (95%) 
No. Observed with Symptom Showing Change Limit of 
Symptom with Symptom Chance 
Worse Unchanged Better Improvement 
Affect-Flattened 73 1.4 84.9 13.7 25 
Affect-Inappropriate 30 3.3 70.0 26.7 43 
Association Defect 35 11.4 62.9 25.7 41 
Depersonalization 76 2.6 65.8 31.6 42 
Mood-Depressed 85 5.9 49.4 44.7 55 
Anxiety 89 6.7 3 41.6 52 
Delusions 53 7.5 64.2 28.3 42 
Hallucinations 38 7.9 31.6 60.5 72 
Sociability-Withdrawn 76 1.3 79.0 19.7 29 
Insomnia 75 8.0 48.0 44.0 55 
Anorexia 64 1.6 65.6 32.8 45 
Resistance to Psychotherapy 61 1.6 82.0 16.4 26 














116 


THE JOURNAL OF THE LOUISIANA STATE MEDICAL SOCIETY 






PSYCHIATRIC EFFECTS OF PLACEBO—SAMUELS, EDISEN 


dures. The most striking example is pre- 
sented in the case of hallucinations, where 
more than 72 per cent of patients with 
that symptom would have to show a de- 
creased severity in order to be certain 
that the improvement was significantly 
greater than that which might be ob- 
tained by administering an inert sub- 
stance. The fact that hallucinations were 
more greatly affected by placebo than any 
other symptom may reflect the relative bi- 
zarreness of the symptom; since a patient 
can more readily recognize it as pathologi- 
cal, he may be more eager and better able 
to shed it. 

The mere listing of symptoms, in mak- 
ing a mental status evaluation, can be a 
force in directing the patient toward bet- 
ter reality testing. The patient may be- 
come more objective about himself simply 
through listening to himself as he verbal- 
izes his complaints to the investigator, 
and this can serve as an impetus toward 
self-correction of symptoms which are out 
of line with reality. In this case the study 
itself, rather than the administration of 
the placebo, would be instrumental in pro- 
ducing a certain amount of improvement. 

We can only speculate as to other fac- 
tors operating to produce the response to 
placebo. The present study has suggested, 
through the absence of any positive cor- 
relations, that such social factors as edu- 
cation and occupational stability, and such 
characteristics of the disease process it- 
self as chronicity and severity of precipi- 
tating events are not important in deter- 
mining the response. The only positive 
correlation found was with race (or more 
probably with culture), and this may mer- 
it further investigation. In the group of 
patients studied here, the Negro patients 
seemed generally more anxious to please 
the doctor, were in greater awe of him, 
and expected more of him than did the 
white patients. They also appeared to 
have greater magical expectations of the 
efficacy of drugs. If these impressions 
are valid, it would indicate that the higher 
percentage of response to placebo in Ne- 


MARCH, 1961—Vol. 113, No. 3 


gro patients is due to differences in trans- 
ference. This agrees with the finding, 
well known to all physicians, that medi- 
cines appear to work better when the 
patient’s relationship to the doctor is a 
positive one. Other studies of the placebo 
phenomena recently reported,?;* reach a 
similar conclusion: that the effects of 
placebo are derived primarily from the 
emotional relationship between the physi- 
cian and the patient. 


Abstract 


The effects of placebo on 100 psychotic 
and neurotic patients were studied: 7% 
of the patients showed marked improve- 
ment, 29% improved moderately, 20% 
improved slightly, 34% showed no change 
and 10% became worse. Improvements in 
individual symptoms are detailed. No 
positive correlations were found between 
such social factors as education and occu- 
pational stability and the propensity to 
react to placebo, nor was any correlation, 
found with diagnosis or other character- 
istics of the disease itself such as chron- 
icity or severity of precipitating stress. 
The response to placebo was greater 
among Negro patients than among whites. 


It is concluded that an explanation for 
the effectiveness of placebo may be found 
in the transference phenomena and in the 
reality-testing effect resulting from the 
mere eliciting of symptoms. 
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Editorial 


Severe Epistaxis 


The problems of physicians cannot be 
assessed mathematically. What appears 
to be a trivial disorder may develop into 
grave illness. An adverse progression of 
events of this sort may occur in epistaxis. 
Two reviews in this field present clearly 
the types of problems encountered and the 
reasons for caution. 


In 80 per cent of the patients, if enough 
time is allowed to elapse, the bleeding will 
stop spontaneously without treatment. In 
others, however, dangerous hemorrhage 
and even death may occur. The physician 
must need to maintain a watchful attitude 
in each case and develop an adequate 
knowledge of the facts in the situation. 
By such vigilance he is able to separate 
the trivial from the serious in sufficient 
time to undertake those progressive steps 
in therapy which may become necessary. 


When bleeding is persistent a serious 
degree of anemia, and occasionally, death, 
may occur. Nosebleeds of children and 
young adults are seldom severe. Serious 
epistaxis is essentially a geriatric problem, 
and its incidence in one of the reviews pre- 
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sented increases directly with age. The 
commonest causes were conditions which 
became progressively worse as the pa- 
tients grew older. The cause of bleeding 
in one fourth of the patients could not be 
determined. In 44.5 per cent, arterioscler- 
osis or hypertension, or both, were respon- 
sible. Trauma was the cause in about 10 
per cent, and familial hemorrhagic telan- 
giectasia in about 5 per cent. Blood dys- 
crasias accounted for approximately an- 
other 5 per cent. Forty per cent of the 
patients were more than 60 years old, and 
of those past 60, 65 per cent had hyper- 
tension. 


The source of the bleeding was variable, 
and in 106 patients treated between 1945 
and 1950, was undetermined in 22.6 per 
cent. It was from the anterior portion of 
the septum (Kiesselbach’s area) in 27 per 
cent. It was from the sphenopalatine or 
nasopalatine artery in 10 per cent; from 
the naso-nasopharyngeal plexus in 11, and 
diffuse in 6.6 per cent. 


The problems of diagnosis and treat- 
ment can well tax the ability of the most 
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astute and capable physicians. In many 
instances, he must proceed in a situation 
in which the patient’s preoccupation with 
bleeding prevents an adequate history, 
and also, in which the amount of blood 
being lost calls for aggressive therapy. 
Close observation of the patient may be 
necessary to distinguish between shock 
due to hemorrhage and the shocklike ap- 
pearance of the patient who is nauseated 
from swallowing too much blood, and who 
is panicky enough to produce tachycardia. 
In the presence of a known hypertensive 
or arteriosclerotic state, the cause of 
bleeding may be presumed to be a broken 
artery or vein. It is, however, unsafe to 
assume that the bleeding will stop when 
sufficient blood has been lost to lower the 
pressure and allow clot formation. The 
protective and defensive mechanisms of 
the body will maintain blood pressure at 
or near its previously habitual level as 
long as possible. When the pressure be- 
gins to fall, the level descends rapidly 
and the body may become incapable of 
responding when support is provided from 
the outside. It has been stated that it is 
not the presence of blood in the nose, but 
the lack of blood in the vascular system 
that causes death. When there is any un- 
certainty as to the satisfactory stability 
of the patient’s condition, transfusion of 
blood should be employed. 

“Each physician has his own favorite 
method of controlling nasal hemorrhage. 
The principal object is, however, to stop 
the flow of blood as soon as possible.” Pa- 
tients with serious hemorrhage require a 
quick acting opiate or hypnotic. Anterior 
or posterior packs are employed according 
to the probable source of bleeding. The spe- 
cialist in rhinology also has available to 
him the use of electrocoagulation, chemi- 
cal cautery, and submucous resection. 
When bleeding continues in spite of these 
aggressive measures, ligation of the ex- 
ternal carotid artery, with the possible 
addition of the anterior ethmoidal artery, 
are to be considered. Much of the bleed- 
ing in the nose is controlled by ligation 
of the external carotid. This will not cor- 


rect bleeding from the anterior ethmoidal 
artery, which takes its origin from the 
ophthalmic artery of the internal carotid 
artery. It has been stated that collateral 
circulation is established within five days 
after ligation of the external carotid ar- 
tery. 

Routine diagnostic procedures are a 
necessary supplement to local treatment. 
They may reveal causes of bleeding and 
become an accurate guide in determining 
what supportive measures are necessary. 
Among the general causes of epistaxis 
which may be revealed in a diagnostic 
study are hypertension, arteriosclerosis, 
high venous tension, acute blood infec- 
tions, blood dyscrasias, and cardiac dis- 
eases. 


Arterial and venous’ degenerative 
changes are known to produce hemor- 
rhage in the lungs, the esophagus and 
stomach, the colon and rectum, occasion- 
ally the urinary tract, and among those 
of advanced years, the arms and legs. 
These hemorrhages assume an importance 
in proportion to their accessibility. When 
nasal hemorrhages are treated with due 
regard to their potential dangers, the 
physician has resources which can be pro- 
gressively employed to control most of 
them. Among the most serious and in- 
tractable types of epistaxis will be those 
that result from trauma which produces 
fractures of bones and lacerations of 
associated arteries. The arteries most af- 
fected are the internal carotid and the 
anterior ethmoidal. This may be followed 
by intermittent but also massive bleeding. 
Spontaneous aneurisms may do the same. 
In such situations, the depletion of the 
patient and the magnitude of the arterial 
damage may defy surgical control. 

Physicians and specialists in rhinology 
find that 20 per cent of the patients with 
epistaxis present a challenge in diagnosis 
and therapeutic handling. 
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Treatment, JAMA 148:355 (February 2) 1952. 

Quinn, Francis Berchmans, Jr.: Fatal Epis- 
taxis, California Med. 94:88 (February) 1961. 
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The Executive Committee dedicates this section to the members of the Louisiana State 


Medical Society, feeling that a proper discussion of salient issues will contribute to the 
understanding and fortification of our Society. 


An informed profession should be a wise one. 


A LOOK AHEAD FOR HEALTH INSURANCE 


A need for action “not dreamed of ten years 
ago”’ was stressed in the following excerpts from 
a keynote address entitled ‘“‘A Look Ahead,” 
given by the President of the Health Insurance 
“Association of America, Millard Bartels, before 
the HIAA Individual Insurance Forum, Chicago, 
October 24, 1960. Mr. Bartels is Chairman, In- 
surance Executive Committee, The Travelers In- 
surance Companies. 

“Our business as a way of distributing the cost 
of health care finds itself in an unusual position 
in the world today. It is unique in its size, its 
phenomenal growth and its relation to govern- 
ment. In a relatively short time some 130 mil- 
lion Americans—73% of the civilian population 
have some kind of medical expense insurance. 
During 1959 a grand total of $5,175,000,000 in 
health insurance benefits was distributed— up 
10.9% over 1958. 

“Fifty-nine nations, some of them holding the 
same devotion to political freedom of the indi- 
vidual which we have in this country, have medi- 
cal care programs federally operated on a com- 
pulsory monopolistic basis. But our companies 
are still in a position to reduce further the need 
for this kind of governmental action in the 
United States. 

“So far, so good. But what should we do now? 


“The results of your underwriting skill have, 
to me, been amazing. The development of major 
medical, the forward steps in continuation of 
coverage and the adoption of a variety of com- 
petitive marketing practices and procedures have 
transformed the business from a small money- 
making operation to a large public service. 

“But even as our business expands under the 
shadow of government monopoly our Associa- 
tion must increase its interest in new areas. The 
health insurance business needs to be identical 
with an interest in the health and medical care 
of our people as distinguished from a dedication 
to spreading cost at a profit. Too often, I fear, 
we are looked upon as mere entrepreneurs who 
take in money and pay out money without show- 
ing a real interest in the risk assumed, namely, 
the health of the American people. We should 
manifest by what we do and what we say a 
genuine regard for the good health of our citi- 
zens. 

“In Dallas this was put well by Bruce Black, 
Chairman of the Board of the Liberty Mutual 
Insurance Company. He said, “But real protec- 
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tion is much more than reimbursement for 
losses: it means protection from losses, it means 
prevention of fires, it means prevention of acci- 
dents that cause losses, it means minimizing the 
disabilities resulting from injuries through medi- 
cal care and rehabilitation, it means concern 
with the total cost of protection both for losses 
and for expenses.” 


“One way to do this is to promote the develop- 
ment of needed health and medical care facili- 
ties. That these are lacking in certain localities 
is well-known. They would include hospitals, 
skilled nursing homes, home care programs, 
nurses, homemakers, chronic illness facilities, 
geriatric facilities, diagnostic and rehabilitation 
opportunities, mental illness facilities, clinics and 
other possible categories. 


“At our May meeting, Doctor Blasingame of 
the American Medical Association told us that 
better nursing home facilities for long-term care 
of the aged, especially those over the age of 75, 
constitute the most urgent health care need be- 
fore the nation today. This should be of deep 
concern to the health insurance business. Of 
the 14,000 nursing homes in the country fewer 
than 40% are members of professional nursing 
home associations. Most are privately owned 
and 50% of the patients are being paid for with 
public funds. The average skilled nursing home 
has 25 beds and the cost per patient is about $6 
to $8 per day. The average age of people in 
nursing homes is 80, and 90% are over age 65. 
The relationship of this facility for care to the 
problems of older people is readily discernible. 


“Here is an area where doctors, hospitals and 
health insurers should work together with the 
proper kind of representation of the nursing 
home business. It is necessary to develop stand- 
ards for qualification, operation and use. The 
determination of need by location must be made. 
Under some conditions we could be helpful in 
providing nursing home care in conjunction with 
a hospital, possibly with the help of federal 
funds. 


“In other areas it might be wise to participate 
in financing expansion of this service in coordi- 
nation with the provisions of the small business 
loan program. A co-operative study of this sort 
should provide a way of controlling overuse. 
Certainly this kind of co-operative effort to 
preserve not only the principle of private care 
but also the private handling of the cost of 
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care has advantages and should be worthy of our 
attention. 

“Much can be done to encourage provision for 
rehabilitation facilities. Mr. Black told us in 
Dallas what his company has done to restore 
disabled human beings to a satisfactory and 
useful life. Other insurance companies have 
also taken constructive action of this sort. There 
is a crying need for more of this. 

“Accident prevention also ties in with the re- 
duction of losses under health insurance policies. 
Casualty insurers which underwrite liability for 
injuries under workmen’s compensation laws and 
the common law spend considerable sums of 
money in studying and advancing safety. My 
own Company paid in 1959 $7,900,000 in the 
field of accident prevention, which brought the 
total amount paid since organization to $127 
million. The health insurance business might 
well identify itself with these efforts which have 
impressed government and citizens alike. 

“A look ahead for a business which has ma- 
tured as fast as the health insurance business 
brings into focus needs for intelligent action 
of a kind not dreamed of ten years ago. The 
image of health insurers to be held by the 
American people will become increasingly impor- 
tant. Business growth is necessary, but growth 
alone is not enough. Our companies must be 
regarded not only as mechanisms to spread the 
cost of medical care but also as motivators of 
improvement in health. Our business must wear 
a mantle of humanity. This is the kind of busi- 
ness which the American people will not want 
to extinguish in favor of government monopoly.” 


A NEED FOR MUTUAL UNDERSTANDING 


To develop and maintain ... a program of 
voluntary health insurance, it is absolutely es- 
sential that the insurance industry achieve an 
atmosphere of understanding and cooperation 
with the providers of medical care—the cost of 
whose services we undertake to finance. In the 
absence of mutual understanding, it would be 
presumptuous for one group to assume such a 
relationship toward another. 

The insurance industry cannot be insensitive 
to the problems of the physicians and hospitals 
for theirs obviously is the leading role. Much 
less can we be insensitive to the problems of our 
policyholders who ultimately become the patients 
of the physicians and hospitals. 

The development of principles of medical care 
must be the role of the medical profession. It 
is for the insurance industry to develop health 
insurance coverages which are compatible with 
these principals of medical care in whatever 
manner they may evolve. 

This atmosphere of understanding and co- 
operation can be brought about only through 
repeated contacts — face to face discussion — 
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amongst the people concerned. Misunderstand- 
ings through lack of information could grow 
and become a major irritant, but through per- 
sonal discussion can be readily eliminated. 

An understanding of health insurance princi- 
ples enables hospital representatives and physi- 
cians to offer real assistance to their patients. 
Similarly, an understanding of the problems of 
hospitals and physicians enables the insurance 
industry to devise coverages and, of no’ little 
importance, administrative procedures which 
best fit the practices and meet the convenience 
of the providers of medical service. 

Fundamental to achieving such an atmosphere 
must be a demonstrated willingness by all parties 
to make changes when improvement can be per- 
ceived. 

We are fortunate in having the support of the 
Insurance Industry to help us fight against the 
socialization of the medical profession by the 
liberals and the so-called ‘‘Well-Doers” in Wash- 
ington. We want the insurance groups to know 
that we appreciate their efforts and cooperation. 


IMPORTANT NOTICE 


We would like to call the attention of our 
members to Public Affairs Research Council 
pamphlet No. 92 of January 1961, dealing with 
the Louisiana Inheritance and Estate Taxes. This 
brochure contains important information and 
can be obtained from the Public Affairs Re- 
search Council of Louisiana, Inc., P. O. Box 
2748, Baton Rouge. 


LOUISIANA SUPREME COURT RULES 
AGAINST CHIROPRACTORS 


The Louisiana Supreme Court refused to hear 
an appeal by 122 chiropractors seeking to have 
the state’s Medical Practices Act declared uncon- 
stitutional. Earlier in the month, the First Cir- 
cuit Court of Appeal in Baton Rouge denied a 
rehearing in the same case. Originally, the chiro- 
practors brought suit in Federal court but the 
case was remanded to the state courts. As a re- 
sult of these decisions, the Louisiana State Board 
of Medical Examiners will be able to more effec- 
tively file charges against chiropractors for vio- 
lating the Medical Practices Act since it has 
been freed of all injunctions. 


A.M.A. RURAL HEALTH REPORT 


The Third National Rural Health Conference 
was held on February 3rd and 4th 1961, at the 
Palmer House in Chicago, Ill. The theme of the 
conference was “Information vs Misinforma- 
tion.” Dr. Norman H. Gardner presided over 
the morning session and Mrs. Haven Smith acted 
as General Discussion Leader. 

The session was opened by an invocation by 
Rev. E. W. Mueller. 

President-elect of the A.M.A. was represented 
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by Dr. George Fister to greet the guests and visi- 
tors: He gave a brief history of the organization 
which began in 1945. His address was followed 
by a Panel on “Today’s Health Dollar’. 


The first speaker on the panel was L. W. 
Martin, Ph.D., who showed the comparative small 
portion of the medical care dollar that went to 
the doctor and how his portion has dropped 
while the hospital portion has risen. 

Louis M. Orr, M. D., showed the comparative 
cost of medical care vs other commodities and 
also compared the money spent on quacks and 
mail order door to door peddlers and T.V. and 
_radio advertised drugs and cures. Dr. Orr ex- 
plained the seemingly high cost of drugs in the 
U. S. as compared to other countries, but when 
compared to cost by work hours, the American 
public is getting by easier. 

The second speaker on the panel, Austin Smith, 
M. D., explained the drug industry and its aims; 
not just the control of infections and extending 
life expectancy but to make the aged useful 
throughout life. He explained the seemingly 
high cost of certain drugs versus the short dura- 
tion of illnesses and life expectancy which to- 
day is from 65 to 70 years. 

Next speaker on the panel was Mr. George 
Bugbee who explained the high cost of hospitali- 
zation being from two principal causes: High 
cost of operation of the hospitals, of which 65% 
is in salaries and over use of hospitals. 

A question and answer period followed. 

In the afternoon session R. B. Robins, M. D. 
acted as Moderator in “The Changing Patterns 
of Medical Care’. He gave a talk which brought 
out the over specialization of the profession 
but produced a higher quality of medical care 
in local communities. 

Dr. Robins went into the modern trend of 
the politicians taking over and the growth and 
advancement of social obligations being turned 
over to the government in social security etc. 
that the public are too prone to let the gov- 
ernment do it. 

Heinz Lord, M. D. next spoke on “As Seen by 
World Medical Association’? where he showed 
there is some form of Government Health Plan 
in all governments throughout Europe and that 
we are about ready to get in the same category. 

John B. Reckless, M.B., Ch.B. a native of 
England spoke of National Health Service in 
England. He said all better doctors are leaving 
England in order to practice medicine as a free 
enterprise. He told us the doctors over there 
have very little time to practice medicine the 
way it should be and that right now there are 
481,000 people waiting for elective surgery and 
some of them will have to wait as long as three 
years before being scheduled for operation. 

A discussion period followed the above talks 
and was summarized by Dr. Robins. 
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A panel on Extension Education in the Field 
of Health with a report of a national survey 
followed with Mrs. Haven Smith acting as Mod- 
erator. 


Mr. Marvin A. Anderson was the first mem- 
ber of the panel to speak. His talk was on: help 
people to help themselves, especially in health 
problems. He discussed health problems in fa- 
cilities, immunization and sanitation. He also 
showed how to organize State Health Commit- 
tees and county subcommittees. 


This was followed by a paper read by Miss 
Gertrude Humphreys, State Leader of Agricul- 
tural Extension Service of University of West 
Virginia who spoke of Agricultural Extension 
services working with the medical profession to 
plan health programs, locate problems and give 
counsel and guidance. She suggested holding 
meetings between rural health representatives of 
State Medical Societies and program planning 
groups. 

Another paper by Miss Edith Bangham, Dis- 
trict Leader of Agricultural Extension Service 
of University of Wisconsin, discussed promot- 
ing health services through extension services 
and training leaders to assist farm and non-farm 
people through local Health Departments. 

A discussion followed. 


At seven that evening a banquet was held 
and Mr. Chester Lauck spoke on “Socialized 
Medicine and How to Get It’’. His talk, although 
humorous, was very instructive and enlightening. 

Dr. Samuel P. Leinbach presided on Saturday 
morning. The first speaker was Frederick Stare, 
M. D. His talk was on Nutrition Facts and Falla- 
cies. He explained what is nutrition, what makes 
up a balanced diet, discussed fad of dieting, 
people wanting to lose weight and others want- 
ing to gain weight. He discussed constituents of 
food, proteins, fats, carbohydrates, minerals such 
as copper, zinc, fluorine, calcium etc., water and 
vitamins. He discussed Food Quackery and the 
millions of dollars spent yearly by the American 
public. 

Mr. Aubrey Gates was next called on to act 
as panelist on ‘‘Medical School Looks at Rural 
Medical Care’. W. Clarke Wescoe, M.D. was 
the first speaker and he explained how the 
medical schools in Kansas play the leading 
role in rural medical care and how the pre- 
ceptorship program is enforced in the fourth 
year of medicine. Each student must spend five 
and a half weeks in private practice in communi- 
ties of under 2,500. He stated that postgradu- 
ate seminars were held in local areas and also 
in the universities for the physicians of Kansas, 
that the schools helped in the distribution of 
doctors in rural areas and surveys were held as 
to the ability of the community to support a 
doctor, the facilities, office, hospitals, schools, 
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churches, service clubs, banks, stores, shopping 
areas and social and cultural life. 

Edmond K. Yantes, M.D. was next on the 
panel and he praised highly the work in Kansas 
and criticized other states for not following their 
example. His talk was followed by that of the 
wife of an Intern, Mrs. Virginia Muenzler, who 
spoke on the trials and tribulations of the wife 
of a medical student and how she worked to help 
her husband through school. They have a five 
year old child. 


Next a medical student, Edward G. Lufkin, 


also with a five year old child and junior in 
medicine spoke of the handicaps of working his 
way through school with the help of his wife, 
scholarship ete. 

This was a very interesting meeting and all 
sessions were very well attended. I was the 
only member of the Louisiana Rural Health 
Committee attending, although Dr. C. G. Cole 
attended most of the sessions. 


Guy R. Jones, M. D., Chairman, 
Committee on Rural and Urban Health 
Louisiana State Medical Society 





CALENDAR 
PARISH AND DISTRICT MEDICAL SOCIETY MEETINGS 
Society Date Place 

Ascension Third Tuesday of every month 
Calcasieu Fourth Tuesday every other month Lake Charles 
East Baton Rouge Second Tuesday of every month Baton Rouge 
Lafayette Second Tuesday of every month Lafayette : 
Morehouse Third Tuesday of every month Bastrop 
Natchitoches Second Tuesday of every month 
Orleans Second Monday of every month New Orleans 
Ouachita First Thursday of every month Monroe 
Rapides First Monday of every month Alexandria 
Sabine First Wednesday of every month 
Tangipahoa Second and fourth Thursdays of 

every month Independence 
Second District Third Thursday of every month 
Shreveport First Tuesday of every month Shreveport 
Vernon 


TRACHOMA COMMON EYE INFECTION 
AMONG SOUTHWEST INDIANS 

Trachoma, a virus-caused infection, “‘is still a 
common affliction of Indians in the southwest- 
ern United States,” according to a report in the 
February 4 Journal of the American Medical 
Association. 

The disease once was the most common cause 
of blindness but sulfonamide and antibiotics now 
can control its spread. 


The Journal report by Drs. John C. Cobb, 
Albuquerque, N.M., and Chandler R. Dawson, 
San Francisco, U.S. Public Health Service, was 
based on surveys among four Pueblo tribes and 
Navaho school children in New Mexico and 
Arizona. 


In each village almost all children of school 
age were examined, they said, but the adults 
who presented themselves at clinics represented 
a distinct minority of the adult population. 


“About 15 per cent of 2,522 Pueblo Indians 
seen and 23 per cent of 1,126 Navaho school 
children had the disease,” the authors said. 
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First Thursday of every month 


“Almost 18 per cent of the adolescent Navaho 
children examined had active trachoma, an in- 
dication that this tribe is heavily infected. 


“Spread of the disease in homes and schools 
is probably enhanced by overcrowding and in- 
adequate water supplies. 

“There is little doubt that trachoma can be 
passed from child to child in crowded schools 
where sanitation is poor.” 

At one boarding school on the Navaho Reser- 
vation, nine cases were found among the 134 
pupils and two weeks later, 22 new cases were 
uncovered. 

“When the hygienic standards of the school 
were checked, it was found that the water sup- 
ply was inadequate and that the children were 
using common wash water,” the authors pointed 
out. 

Among the Navahos, who live in crowded 
quarters with little water and are exposed to a 
windy, dusty environment, trachoma is still a 
constant threat to eyesight, they said. 


The Division of Indian Health of the U.S. 
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Public Health Service is engaged in a control 
program of health education, early diagnosis, 
and treatment of active cases, they added. 


TWO GROUPS BACK A.M.A. STUDY ON 
MEDICAL CARE COST 


Two prominent organizations in the health 
field have pledged their support and assistance 
to the studies being conducted by the American 
Medical Association’s Commission on the Cost 
of Medical Care. 

George Bugbee, president of the Health In- 
formation Foundation, and Ned F. Parish, as- 
sistant executive vice president of the National 
Association of Blue Shield Plans, offered their 
cooperation in determining the causative factors 
in health care costs at a recent meeting of the 
commission in Chicago. 

The commission, established by the A.M.A. last 
June, is making a three-year study to gather 
and evaluate accurate statistics and authoritative 
information on health care costs. Its findings 
are expected to clarify the manner in which the 
public spends its medical care dollar for such 
items as physician services, hospitalization, 
drugs, dental care, and health insurance pro- 
grams. 

Bugbee volunteered to share with the com- 
mission studies made by the Health Information 
Foundation, including those on utilization of 
hospital facilities, trends in medical care ex- 
penditures, and health care of the aged. 

Representing the National Association of Blue 
Shield Plans, Parish reported that his organiza- 
tion would provide information on the evolution 
and growth of surgical care prepayment plans 
as well as on the extent and scope of present 
coverage. 


The commission is composed of 15 physicians, 
headed by Chairman Louis M. Orr, Orlando, Fla., 
and Vice Chairman David B. Allman, Atlantic 
City, N.J., both past presidents of the A.M.A. 

Dr. Orr stressed the need for an objective 
study of medical care costs. He said: 

“Too many of the economic surveys and 
studies on medical care costs begin with a pre- 
conceived notion of what the situation is. The 
data gathered is then fitted to support this 
prejudice. We will be as objective and honest 
as possible in our study so that our findings will 
not be open to question or criticism.” 

The commission accepted a grant of $10,000 
from the Charitable, Educational and Scientific 
Foundation of the Wisconsin State Medical So- 
ciety. The funds will be used to conduct a field 
study within the state on medical care costs. 

In addition to its physician members, the com- 
mission will be served by numerous experts from 
allied fields, industry, education, labor, and gov- 
ernment. These consultants will advise the three 


committees of the commission investigating the 
areas of the economics of medical care, financ- 
ing mechanisms, and the impact of the develop- 
ments in diagnosis, therapy, and clinical manage- 
ment of disease on the cost of medical care. 


A.M.A. AND CHEST PHYSICIANS 
PLAN JOINT SESSION IN N.Y. 


A full day scientific meeting, sponsored jointly 
by the American Medical Association and the 
American College of Chest Physicians, will be 
one of the outstanding features at the 110th 
annual A.M.A. convention in New York City, 
June 25-30. 

Dr. Coleman B. Rabin, New York, secretary 
of the A.M.A. Section on Diseases of the Chest, 
planned the program for this joint meeting, 
which will be held on Monday, June 26. Chair- 
man of the morning session will be Dr. Herman 
J. Moersch, Chicago, chairman of the A.M.A. 
Section on Diseases of the Chest. Chairman of 
the Monday afternoon session will be Dr. Hollis 
E. Johnson, Nashville, Tenn., president-elect of 
the American College of Chest Physicians. 

The joint program, which was arranged so as 
to be of interest to specialists and general prac- 
titioners alike, will follow the scientific assembly 
of the American College of Chest Physicians 
which is holding its 27th annual meeting in New 
York, June 22-26, just prior to the A.M.A. 
session. 

The program, first ever sponsored jointly by 
the two medical organizations, will consist of 
symposiums, panel discussions, the reading of 
scientific papers, roundtable luncheon meetings, 
and fireside conferences. 

Subjects to be covered will include new ap- 
proaches in the treatment of various forms of 
heart disease; tuberculosis in general hospitals; 
steroid treatment in lung diseases; modern diag- 
nostic measures in heart disease; pulmonary dis- 
ease and the best forms of treatment; asthma; 
chronic bronchitis and emphysema; heart cath- 
erization; recent advances in the treatment of 
cardio-pulmonary diseases; modern treatment of 
angina due to stress or effort, and x-ray find- 
ings in heart and chest diseases. 

Moderators of the symposiums and panels will 
be Drs. Arthur M. Master, New York; Sol Katz, 
Washington, D.C., and George C. Griffith, Los 
Angeles. 

Other physicians who will appear on the joint 
program are: 

Felix Wroblewski, Henry Williams, Jr., Alvan 
L. Barach, Daniel Lukas, and Isadore Rosenfeld, 
all of New York; William Hollander, Boston; 
Eliot Corday, Beverly Hills; Howard Burchell 
and Norman Hepper, Rochester, Minn.; Irving 
J. Selikoff, Paterson, N.J.; Clarence S. Thomas, 
Nashville; W. Proctor Harvey, Washington, D.C., 
and George E. Burch, New Orleans. 
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One of the scientific papers will deal with the 
results of operative and high voltage radiation 
in the treatment of 628 cases of cancer of the 
lung. It will be read by Dr. David B. Boyd of 
Boston. 

Other scientific papers will be delivered by 
Drs. Richard Overholt, Boston; John F. Briggs, 
St. Paul; George L. Waldbott, Detroit; Gustav J. 
Beck and Hylan A. Bickerman of New York, 
and Krishna Nanda, New Delhi. 

Fireside conferences, where physicians discuss 
medical problems of the chest informally, will 
be held on Monday, June 26, as part of the joint 
session. These fireside conferences, always a 
popular feature at the annual meetings of the 
American College of Chest Physicians, will be 
built around 36 roundtables where attending 
physicians, along with prominent scientists, will 
discuss recent advances in diagnosis and treat- 
ment in all phases of heart-lung diseases. 

In addition to the formal scientific session, 
the College will sponsor a new exhibit, entitled 
“Physiologic and Clinical Testing of Cardiac 
Function.” This outstanding scientific exhibit, 
approved by the A.M.A. Council on Scientific 
Assembly, will be shown at New York’s Coli- 
seum begonning on Sunday afternoon, June 25. 


REPORT NEW CAPSTONE TO 
PUZZLING BABY DISEASE 


Physicians reported progress recently in track- 
ing down a comparatively new and puzzling 
baby disease, which carries the jawbreaker name, 
infantile cortical hyperostosis. 

When it was first reported in 1945, there was 
a feeling in pediatric medicine that only a few 
babies suffered from it. Until 1952, only 100 
case reports were in the literature. 

The February 11 Journal of the American 
Medical Association reports, however, that the 
disease is so common in pediatric practice now 
that “only cases of unusual interest are being 
published.” 

Four Burlington, Vt., physicians reported the 
unusual and first experience of having observed 
11 cases in one family over a 14-year period. 

This, the doctors said, strongly indicates that 
the disease may be hereditary and that many 
cases exist which are being overlooked. 

The four doctors are John P. Tampas, Fred- 
erick W. Van Buskirk, Oscar S. Peterson, Jr., 
and A. Bradley Soule, all connected with the 
Department of Radiology, University of Vermont 
College of Medicine. 

They explained that clinically, the disease, 
which strikes infants up to nine weeks old, is 
characterized by soft tissue swelling over af- 
fected bones, fever, and irritability. Sometimes 
there is pleurisy, pseudo-paralysis, and pallor. 
The disease seldom follows a classic or char- 
acteristic pattern. 
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“Laboratory data are inconstant,” the doctors 
said. X-ray studies show that as the disease 
regresses, affected leg bones have a tendency 
to bow, but later the bowing corrects itself. 
The puzzling nature of the disease, from which 
nearly all the young patients eventually recover 
completely, accounts for the Journal’s reference 
to it as an “interesting enigma.” 

Among the 11 cases observed in a single 
family, the doctors said, one patient was a 25- 
year-old father of four children. The father 
suffered swollen painful extremities and bow- 
ing deformities in childhood, and the deformities 
persisted into adult life. All four of his children 
had the disease in infancy. 

The Burlington physicians urged the medical 
profession, especially radiologists, to be on the 
lookout for symptoms, especially with respect 
to hereditary factors. 

“It is suggested,” they said, “that family his- 
tories of all known patients with this illness be 
carefully evaluated and x-rays be obtained on 
all parents and their children as well as other 
relatives with an even mildly suspicious history.” 

If more is learned about the disease, the doc- 
tors said, it is possible that orthopedic manage- 
ment could prevent skeletal abnormalities from 
being carried over into adult life. . 


SYMPOSIUM ON INFECTIOUS DISEASES 
IN CHILDREN 
Beta Hemolytic Streptococcal Infections in Chil- 
dren . 

Burtis B. Breese, M. D., 

Clinical Professor of Pediatrics, 

University of Rochester, N. Y. 

Treatment of Staphylococcal Infections in Chil- 
dren 
‘Heinz F. Eichenwald, M. D., 

Associate Professor of Pediatrics, 

Cornell University Medical College 
Infections in the Newborn 

Chien Liu, M. D., 

Associate Professor of Pediatrics, 

University of Kansas Medical Center 
Considerations of Respiratory Viral Infections 

Robert H. Parrott, M. D., 

Director of Research Foundation, 

Children’s Hospital of the District of Columbia 
Infections of the Central Nervous System in 
Early Childhood 

Douglas N. Buchanan, M. D., 

Professor of Neurology, 

University of Chicago School of Medicine 
Studies of Immunological Procedures in Infancy 
& Childhood 

Randolph Batson, 

Associate Professor of Pediatrics, 

Vanderbilt University Medical School 





BOOK REVIEWS 


Moderators: 

Blair Batson, M. D., 

Professor of .Pediatrics, 

University of Mississippi Medical College 
+ Clarence E. Webb, M. D., 

Chairman, District VII, 

American Academy of Pediatrics 
Date: 

April 14th 
Place: 

Edgewater Gulf Hotel, 

Edgewater Beach, Mississippi 
Sponsors: 

* Louisiana, Alabama and Mississippi Chapters 
of the American Academy of Pediatrics. 

The meeting is open to all interested physi- 
cians. A program is planned for wives and 
promises to be interesting. Both doctors and 
wives will attend a luncheon at which Mr. Earl 
Tucker, newspaper editor, will be speaker. There 
will .be no registration fees. This program is 
made possible through the financial assistance 
of the Lederle Division, American Cyanamid 
Corporation. 


1960 BOOKLET OF REVIEWS NOW 
AVAILABLE 

The latest edition of the annual publication 
“Reviews of Medical Motion Pictures” is now 
available upon request. It contains all of the 
reviews published in The Journal A.M.A. from 
January 1 through December 31, 1960. The 
purpose of these reviews is to provide a brief 
description and an evaluation of motion pictures 
which are available to the medical profession. 
Each film is reviewed by competent authorities 
and every effort has been made to publish frank, 
unbiased comments. This booklet is prepared 
and distributed by the American Medical Asso- 
ciation, Communications Division, Department 
of Medical Motion Pictures and Television, 535 

North Dearborn Street, Chicago 10, Illinois. 


TULANE CREATES EDGAR BURNS 
VISITING PROFESSORSHIP IN 
UROLOGY 

Tulane School of Medicine has created the 
Edgar Burns Visiting Professorship in Urology 
in honor of the urologist who served for 12 years 
as head of the division of urology at Tulane. 
The first incumbent of the professorship is Dr. 
Hartwell Harrison, professor of Genitourinary 
Surgery at Harvard Medical School. He will be 
at Tulane March 26 to April 1, 1961, lecturing, 
and conducting ward rounds and demonstrations 
in the division of urology. The division has been 
headed by Dr. Jorgen U. Schlegel since Septem- 
ber of 1960, when Dr. Burns reached retirement 
age. Dr. Burns continues as Professor of Urol- 
ogy on the Tulane faculty. 
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FIND CAUSE OF CALIFORNIA’S 
’59 VIRUS OUTBREAK 


Clinical evaluation of a strange and unusual 
illness, which affected children between 1 and 
10 in many California areas between mid-June 
and early October, 1959, is described in the 
February 11 Journal of the American Medical 
Association. 

The study was made by three Berkeley physi- 
cians, Drs. Robert L. Magoffin, Edwin W. Jack- 
son, and Edwin H. Lenette of the California 
State Department of Public Health. 

The disease, which in some areas reached epi- 
demic proportions, was characterized by fever, 
and ulcerative sores in the mouth and on the 
hands and feet. In most cases the disease was 
minor, consisting of a few scattered mouth sores 
with mild irritation. The illness subsided within 
7 to 10 days. 

The doctors said as a result of their study 
they were able to pinpoint the trouble as due 
to Coxsackie virus, named after the upper New 
York State town in which it was discovered in 
1948 by Dr. Gilbert Dalldorf, then of the New 
York State Department of Health. The Cali- 
fornia physicians were able to identify this spe- 
cific virus in 11 of 15 cases. 

The Coxsackie virus has been known to be 
responsible for several ailments, such as non- 
bacterial meningitis, which can be mistaken for 
nonparalytic polio, inflammation of the throat, 
and a children’s disease affecting the heart and 
brain. But the California outbreak, the doctors 
said, was believed to be the first of its kind in 
the United States. They said it closely paralleled 
a similar outbreak in Toronto during June and 
July, 1957. 

The only difference was that the Toronto out- 
break was confined to a single housing estate 
while in California the disease was known to 
have occurred in 14 different counties in all 
major geographic areas of the state. 


AMERICAN BOARD OF OBSTETRICS 
AND GYNECOLOGY 


The next scheduled examinations (Part II), 
oral and clinical for all candidates will be con- 
ducted at the Edgewater Beach Hotel, Chicago, 
Illinois, by the entire Board April 8 through 
15, 1961. Formal notice of the exact time of 
each candidate’s examination will be sent him 
in advance of the examination dates. 

Candidates who participated in the Part I 
Examinations will be notified of their eligibility 
for the Part II Examinations as soon as possible. 

The deadline date for the receipt of new and 
reopened applications for the 1962 examinations 
is August the first, 1961. Candidates are urged 
to submit their applications as soon as possible 
before that time to Robert L. Faulkner, M. D., 
2105 Adelbert Road, Cleveland 6, Ohio. 
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Clinical Management of Behavior Disorders in 
Children; by Harry Bakwin, M. D., Ruth Morris 
Bakwin, M.D., W. B. Saunders Co., 1960, 2nd 
Ed., pp. 597, price $11.00. 

This book, by two competent and experienced 
pediatricians, must be described as disappointing 
and unsatisfactory. It is large (560 pages) but 
this is mostly due to the inclusion of a great 
deal of subject matter which has nothing to do 
with the title of the book. This includes such 
items as the chemistry of cow’s milk, “Criteria 
for differentiation of Zygosity” (in twins), psy- 
chological testing techniques, and the “Respon- 
siveness of the Fetus.” 

The authors tend to define things by references 
to some other item which in itself is indefinite, 
e.g. (p. 15) “He hears of the death of a play- 
mate without more emotion than he would ex- 
perience on learning that the playmate had moved 
away.” Without more—or without less? Then, 
somewhat callously, “An early acquaintance with 
the death of animals is an invaluable aid in 
teaching a reasonable attitude towards death.” 
(my italics). 

But perhaps the most staggering statement in 
the book (p. 499) “Growdon concludes that only 
rarely do children who commit homicide show a 
tendency to manifest anti-social and non-coopera- 
tive attitudes or a tendency to continue acts of 
violence. On the whole, they are as good a social 
risk as those who commit any other form of 
serious delinquency.” Or as bad a risk? 

The authors rightfully point out the disadvan- 
tages of childbirth in a hospital setting; their 
views on the question of mothers visiting or 
staying with their children in hospitals on the 
lines emphasized by Spence and Bowlby and his 
co-workers are in accordance with sound modern 
practice. 

Some items are ridiculously over-simplified, 
(p. 44) “It is not until about 3 years that chil- 
dren begin to sleep through the entire night 
without wetting or having to be picked up. Dis- 
turbing dreams may wake up a four year old. 
By five years sleep is generally quiet,”—or dog- 
matic (p. 49) “Middle-aged parents who have 
waited many years before having a child are 
likely to be over-affectionate, over-anxious and 
over-protecting,”’—or naive (p. 69-70) re fears 
of using toilet seat, “If these maneuvers are un- 
successful all attempts at training should be 
discontinued for a few weeks, during which time 
the disagreeable incident will usually be forgot 
ten.” Supposing it isn’t? 

Only two or three times during the book is 
the suggestion made that a psychiatrist should 
be consulted and this is usually when the authors 
are quoting some published work where such a 
recommendation is made. The authors discuss 
“A true mother’s attitude toward adoption” but 
do not mention depression occurring in the true 
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mother; when discussing twins “no special psy- 
chological problems are observed in twins” (!). 
This surely cannot be in accordance with the 
author’s clinical experience, but in any case they 
seem unfamiliar with Dorothy Burlingham’s 
monograph on twins, some of which is published 
in various volumes of The Psychoanalytical Study 
of the Child. Among other omissions, no mention 
is made of the serious import and prognosis of 
school phobia; the authors are unaware of the 
depression and suicidal impulses which may oc- 
cur in small children. They also assert that 
anxiety attacks are rare before the eighth year, 
which is not in accordance with our experience, 
and that phobias are rare before adolescence, 
which again is contrary to the experience of 
most practicing child psychiatrists. ‘‘Anorexia 
Nervosa” (p. 439) is another clinical disorder in 
which the serious prognosis is not mentioned 
and the same comment applies to “Pathological 
Lying”’ (p. 493). 

The authors rarely give us the benefit of their 
own experience. Most opinions quoted tend to 
be impersonal e.g. “there is conflicting opinion 
as to the value or harm”, etc. 

I must conclude with another remarkable omis- 
sion. In a fairly large section on suicide there is 
no mention whatever of depression. 

(Dr.) CYRIL PHILLIPS, D.P.M. (LOND.) 





The Cigarette Habit; by Arthur King, Double- 
day & Company, Garden City, N. Y. 1959, pp. 
96, price $2.00. 

The main theme of this book dwells on a sci- 
entific cure for the cigarette habit. It is divided 
into four chapters titled: (1) Are you a cigar- 
ette addict?; (2) Categories of smokers; (3) The 
System: How to stop smoking and (4) Cigar- 
ettes, cancer, and statistical concepts. 

In Chapter One the author classifies the de- 
grees of addiction to the cigarette habit. Al- 
though his primary field of research was in that 
of alcoholism, he had shown a tremendous inter- 
est in the public health problem of smoking for 
the past twenty years. After considerable re- 
search he decided that in many respects the re- 
covery period that alcoholics experienced was 
similar to that of the smoker. The basic interest 
developed, was to invent some sort of system 
that would enable all those who smoke to quit 
cigarettes. His personal experience at attempt- 
ing to stop smoking are related. After serious 
thought he decided to set a target date, May 30, 
1954, which was approximately one month away. 
He patterned his attempts at stopping cigarette 
smoking after that of the alcoholic which took 
approximately 21 days to effect a so-called cure, 
but in order to arrive at a similar plan for cessa- 
ation of the cigarette habit he felt that the type 
of cigarette smoker must be adequately classified 
before such an attempt be made. 
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The second chapter deals mainly with the classi- 
fication of the smoker into four groups. (1) Light 
smoker; (2) Medium smoker; (3) Heavy smoker 
and (4) The. cigarette addict. These four cate- 
gories are described in detail. In order to deter- 
‘mine which category one might fit into, the au- 
thor developed a check list which, when answered 
in the affirmative in the majority of instances, 
would definitely classify the individual. 

Chapter three deals with the system on 
how to stop smoking. He has worked out a 
system for cigarette withdrawal and a 21-day 
trial period of preparation for the actual day 
beginning a figurative withdrawal both for cate- 
.gories of heavy and addicted smokers. One of 
the primary principles in the management is that 
the instructions must be followed to the letter. 
The system is divided into numerous categories 
and the primary thing is to choose a time for 
Q-day as he quotes it. If at all possible he ad- 
vises to choose a period in which you can spend 
most of the time by yourself, stating that this 
lessens the danger of other persons irritating 
you unduly, particularly if they are in sympathy 
with your efforts. The first step after choosing 
your approximate time is to change your brand 
of cigarettes twenty-one days before Q-Day. He 
then goes on to various detailed steps that are 
carried out during this 21-day period prior to 
cessation of smoking. He further lists the bene- 
fits that one may derive from quitting smoking 
which number approximately twenty-five. He 
categorically states that many of the successful 
stop and make it a point to list a number of the 
encouraging thoughts on their list of reasons for 
quick referral during the early days of their 
program. He also categorically states that only 
the first three days are in anywise seriously 
threatening. This chapter concerns the detail 
of arranging the cure for smoking. 

The fourth chapter concerns itself with statis- 
tics on the amount of difficulty that one can 
get into as a result of the cigarette habit. These 
are mainly figures released by the American 
Cancer Society and he also mentions the counter- 
claims of the tobacco industry research commit- 
tee. He makes the statement that both sides are 
unwittingly pursuing false scientific targets, and 
goes into an explanation as to why he thinks so, 
and he feels “that once you think in other cate- 
gories” the important variable is the excessive 
smoker of cigarettes himself. He feels that some 
smokers of cigarettes differ positively from other 
smokers in that they exhibit addictive behavior 
in reference to smoking, and that addicted 
smokers, if such exist, are probably more sus- 
ceptible to lung cancer, coronary heart disease 
and other diseases than are non-addicted smokers. 
He states that these are hypotheses and not state- 
ments of fact. 

The book is very well written and is replete 
with humorous notes throughout. Obviously the 


author demonstrates to his own satisfaction that 
one can quit the cigarette habit without too 
much difficulty. 

LAWRENCE H. Strue, M. D. 


The Acute Medical Syndromes and Emergencies; 
by Albert Salisbury Hyman et al, New York: 
Landsberger Medical Books, Inc., 1959, pp. 442, 
price $8.75. 

This volume presents in compact and well- 
organized form current concepts of the manage- 
ment of medical emergencies. It is quite com- 
prehensive in its coverage and practical in its 
approach. Its three major divisions are devoted 
to emergencies involving the cardiovascular, gas- 
trointestinal and pulmonary systems. The re- 
maining portion of the book covers diabetic emer- 
gencies, renal crises, and barbiturate intoxica- 
tion. 

The practicing physician should find this little 
book helpful, since it outlines with clarity the 
plan of management for each entity considered. 
This is what the authors set out to do, and they 
have succeeded in their effort. 

THEODORE F. TREUTING, M. D. 


Gouty Arthritis and Gout; by Thomas E. Weiss 
and Albert Segaloff, M.D. Springfield, Illi- 
nois, Charles C Thomas, 1959, pp. 221, price 
$7.50. 

The authors call attention to an often over- 
looked condition, in a concise monograph cover- 


ing their experiences with over 250 patients. 
Gout is not a vanishing Indian although practi- 
tioners of old recognized it more often than 
present day clinicians. 

Frequently discussed with half a smile, gout 
is no joke to the patient. The section on patholo- 
gy is especially outstanding with superb photo- 
micrographs. The section on treatment is equally 
salient. 

The authors have fulfilled their purpose in 
this excellent treatise and it is recommended 
for the medical internist, the orthopedic surgeon 
and all physicians. 

Lyon K. Loomis, M. D. 


PUBLICATIONS RECEIVED 

Doubleday & Company, Inc., Garden City, 
N. Y.: Stroke; A Study of Recovery, by Douglas 
Ritchie. 

W. B. Saunders Co., Phila.: The Hand; A 
Manual and Atlas for the General Surgeon, by 
Henry C. Marble, M. D.; Pharmacology; The 
Nature, Action and Use of Drugs, by Harry 
Beckman, M. D. (2nd Edit.). 

Charles C Thomas, Publisher, Springfield, IIl.: 
Henry Stanley Plummer, A Diversified Genius, 
by Frederick A. Willius, M. D. 

Vantage Press, Inc., N. Y.: Beloved Professor; 
The Life and Times of William Dodge Frost, by 
Russell E. Frost. 
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